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Claims 



1. Cefem compounds represented by general formula 



n-t— ? — com -V- f 8 ' 

I 

[in the formula, Rl represents an amino group or protected amino group, R2 represents a lower 
C1-C4 alkyl group, R3 represents a vinyl group, lower alkylthio group, -CH=CHCOOR3' (R3' is 
hydrogen or a lower alkyl group) or -CH 2 COO R3" (R3" is hydrogen or a lower alkyl group) and 
R4 represents a carboxyl group or protected carboxyl group] and pharmaceutically acceptable 
salts thereof. 

2. Syn isomers of the compounds described in Claim 1. 



Detailed explanation of the invention 

This invention pertains to novel cefem compounds and pharmaceutical^ acceptable salts 

thereof. 

Many cephalosporin compounds are marketed and applied in clinical treatments currently, 
but only a few of them, including cephalexin, cefatrizine, cefaclor and cephalexin are orally 
administered drugs. In this regard, the present inventors conducted an investigation aiming at 
searching for cephalosprin compounds having a broad antibacterial spectrum and effective 
against resistant bacteria as well as being able to be administered orally and discovered 
cephalosporins having various substituents at the 7 and 3 positions of the nucleus and that certain 
cefem compounds had a broad antibacterial spectrum and excellent antibacterial effect when 
administered orally, thus accomplishing the present invention. 

Specifically, the present invention pertains to novel cefem compounds having excellent 
antibacterial activity, and more specifically, it provides cefem compounds having general 
formula (I) 



[in the formula, Rl represents an amino group or protected amino group, R2 represents a lower 
C1-C4 alkyl group, R3 represents a vinyl group, lower alkylthio group, -CH=CHCOOR3' (R3* is 
hydrogen or a lower alkyl group) or -CH 2 COO R3" (R3" is hydrogen or a lower alkyl group) and 
R4 represents a carboxyl group or protected carboxyl group] and pharmaceutically acceptable 
salts thereof 

Compounds (I) of the present invention can be synthesized by any of the following 
methods. 

® Synthesizing compounds (I) of the present invention by reacting compounds represented by 
general formula (II) 





a 



(in the formula, R3 and R4 are the same as the aforementioned) 

or N-silyl compounds thereof with compounds represented by general formula (III) 



* [Numbers in the right margin represent pagination in the foreign text.] 
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(in the formula, Rl and R2 are the same as the aforementioned) 
or carboxyl group thereof, followed by removing the protecting groups if necessary. 

<D Removing the protecting groups of Ri a from compounds represented by general formula (la) 

M Q GONH-pf Sn i 

8 x 0 I* < ia > 
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(in the formula, Rj a represents protected amino groups while R2, R3 and R4 are the same as the 
aforementioned) 

to produce compounds represented by general formula (lb) 

M — »■ — C CONH-r-f &*) 



»4 



(lb) 



(in the formula, R2, R3 and R4 are the same as the aforementioned) 



® Synthesizing compounds (I) of the present invention by reacting compounds represented by 
general formula (IV) 



N-^r— C— CQNH- 

f 



(in the formula, R/ represents protected carboxyl groups, and R^ and R3 are the same as the 
aforementioned) 

with compounds represented by general formula (V) or (VI) 

R£OX (V) . BaCOCifcX <w 
(in the formula, X represents halogen atoms, and R2 is the same as the aforementioned) 

In the aforementioned formulas (I)-(VI), "lower" means 1-4 carbons unless otherwise 
specified. The protecting groups for the amino group represented by R t a may be any 
conventional group as long as it can be detached when desired and the preferably applicable 
examples include 2,2,2-trichloroethoxycarbonyl group, 2-methylsulfonylethyloxycarbonyl group, 
1-butoxycarbonyl group, chloroacetyl group and trityl group. The protecting groups for the 



carboxyl group represented by R/ may be any conventional group utilized for /3-lactam 
compounds and the examples include diphenylmethyl group, p-nitrobenzyl group, trichloroethyl 
group, p-methoxybenzyl group and aryl group. Also, examples of the reactive derivatives of the 
carboxyl groups of compounds (III) include acid halide compounds, acid azides, acid anhydrides, 
mixed acid anhydrides, active amides and active esters. Also, chlorine, bromine and iodine can 
be cited as the halogen atoms of compounds (V) and (VI). 

Compounds represented by formula (III) as the starting materials in method ® of the 
present invention can be produced, for example, by reacting compounds represented by general 
formula (VII) 



(in the formula, R5 represents a carboxyl protecting group, and Rl is the same as the 
aforementioned) 

with compounds represented by formula (V) or (VI) 

Sj-COX: IV) , g a -COCH*X fil | 
(in the formula, R2 and X are the same as the aforementioned), followed by removing the 
carboxyl protecting groups. 

The reaction with compound (V) or compound (VI) is conducted in an organic solvent, 
water or a solvent containing water in the presence of an alkali. Removal of the carboxyl 
protecting group must be conducted under a condition that does not cause the cleavage of the 
acyl group of the oxime or the decomposition of oxyimino group. For this reason, the method of 
removal with palladium catalyst using an allyl group (J. Org. Chem., 47-587, 1982), or the 
method of acid hydrolysis using the t-butyl group, p-methoxybenzyl group or diphenylmethyl 
group as R5 is applied. 

In method © of the present invention, if a reactive derivative of the carboxyl group of 
compounds represented by formula (III) is utilized, the reaction is preferably conducted on an ice 
bath in a solvent that is not adversely affecting the reaction, for example, water, acetone, dioxane, 
acetonitrile, chloroform, methylene chloride, tetrahydrofiiran or ethyl acetate. Also, if 
compounds of formula (III) are utilized in their free forms, the reaction is preferably conducted 
in the presence of a condensing agent. Examples of such condensing agents include the so-called 
Vilsmeier reagents obtained from the reaction of N,N'-dicyclohexylcarbodiimide; 
N-cyclohexyl-N'-morpholinoethylcarbodiimide; N-dicyclohexyl-N'-(4- 

diethylaminocyclohexyl)carbodiimide; N,N'-diethylcarbodiimide; N,N'-diisopropylcarbodiimide; 
N-ethyl-N , -(3-dimethylaminopropyl)carbodiimide; N,N'-carbonylbis(2-methylimidazol); 
pentamethyleneketene-N-cyclohexylimine; diphenylketene-N-cyclohexylimine; ethoxyacetylene; 




n 
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1-alkoxy-l-chloroethylenes; trialkyl phosphites; ethyl polyphosphate; isopropyl polyphosphate; 
phosphorus oxychloride; phosphorus trichloride; thionyl chloride; oxaly chloride; triphenyl 
phosphine; 2-ethyl-7-hydroxybenzisooxazolium chloride; 2-ethyl-5-(m- 
sulfophenyl)isooxazolium hydroxide intermoiecular salt; l-(p-chlorobenzenesulfonyloxy)-6- 
chloro-lH-benzotriazole or dimethylformamide with thionyl chloride, phosgene or phosphorus 
oxychloride. 

This reaction can also be conducted in the presence of an inorganic alkali or organic 
alkali, and the examples of the alkalis include alkali metal hydrogen carbonates (for example, 
sodium hydrogen carbonate, potassium hydrogen carbonate), alkali carbonates (for example, 
sodium carbonate, potassium carbonate), alkaline-earth metal carbonates (for example, calcium 
carbonate, etc.), tri(lower)alkylamines (for example, trimethylamine, triethylamine, etc.), 
pyridine, N-(lower)alkylmorpholines and N,N'-di(lower)alkylbenzylamines, etc. 

There is no particular restriction to the reaction temperature, but the reaction is in general 
conducted under cooling or heating. 

The syn isomers of the objective compounds (I) of the present invention can be obtained 
from the reaction of the corresponding syn isomers of compounds (II) and compounds (III) under 
neutral condition in the presence of the aforementioned Vilsmeier reagent, for example. 

Also, the reaction of method (3) of the present invention can be conducted by 
conventionally known methods. Specifically, the reaction of compounds (IV) and (V) can be 
conducted at -20-20°C in a solvent such as methylene chloride, ethyl acetate or tetrahydroforan 
in the presence of an organic alkali such as pyridine or triethylamine or an inorganic alkali such 
as potassium carbonate or sodium bicarbonate. Also, the reaction of compounds (IV) and (VI) is 
preferably conducted at 0-5 °C in a solvent such as dimethylformamide or dimethyl sulfoxide. 

Furthermore, the removal of the protecting groups in methods ®-(D of the present 
invention can be conducted by conventional methods in response to the type, and methods such 
as acid hydrolysis, alkali hydrolysis and reduction can be applied, for example. 

Syn isomers and anti isomers are present in compounds (I), (la) and (lb) of the present 
invention and in starting materials (III), (IV) and (VII), and the two types of isomers and any 
mixture thereof are all included in the present invention. I A 

In this regard, the syn isomers and anti isomers of the objective compounds (I) mean 
geographic isomers having the following partial structures (VIII) and (IX), respectively. 





R, O 



V 




0 
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(in the formulas, Rl and R2 are the same as the aforementioned) 

In case the compounds of the present invention contain free carboxyl groups and/or free 
amino groups, pharmaceutically acceptable salts thereof can be derived by conventional methods. 
Said salts are the normal, nontoxic salts, and examples of such salts include metal salts such as 
alkali metal salts (for example, sodium salts, potassium salts, etc.) and alkaline-earth metal salts 
(for example, calcium salts, magnesium salts, etc.), salts with organic bases (for example, 
trimethylamine salts, triethylamine salts, pyridine salts, picoline salts, dicyclohexylamine salts, 
N,N'-dibenzylethylenediamine salts, etc.), salts with organic acids (for example, acetates, 
maleates, succinates, methane sulfonates, benzene sulfonates, formates, toluene sulfonates, etc.), 
salts with inorganic acids (for example, hydrochlorides, hydrobromides, sulfates, phosphates, etc.) 
and salts with amino acids (for example, alginates, asparaginates, glutaminates, etc.). 

The objective compounds (I) and pharmaceutically acceptable salts thereof of the present 
invention are novel compounds showing potent antibacterial activity, which inhibit the growth of 
a wide range of pathogenic microorganisms including gram-positive bacteria and gram-negative 
bacteria, and are particularly useful as antibacterial agents for oral administration. When the 
objective compounds (I) and pharmaceutically acceptable compounds thereof of the present 
invention are utilized for therapeutic purpose, the aforementioned compounds are incorporated as 
active ingredients, which are administered in conventional drug forms by blending with 
pharmaceutically acceptable carriers. Examples of the carriers include organic and inorganic, 
solid and liquid excipients suitable for oral administration, nonoral administration and external 
application. Also, the drug forms include capsules, tablets, sugar-coated tablets, ointments, 
suppositories, solutions, suspensions and emulsions. 

The result of the antibacterial activities investigated for the representative compounds of 
the present invention are shown in the following for the purpose of showing the usefulness of the 
objective compounds provide by the present invention. 

1. Antibacterial activity 

(a) Test method 

The test was conducted by the dilution method with agar plate, and the minimum 
inhibitory concentrations (MIC) for inhibiting the growth of bacteria shown in Table 1 were 
recorded. Table 1 shows the results. 

(b) Test compounds 

A: 7-[2-(2-aminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-methylthio-3-cefem-4- 
carboxylic acid trifluoroacetic acid salt (syn isomer) 
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B: 7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyimm^ 
carboxylic acid trifluoroacetic acid salt (syn isomer) 

C: 7-[2-(2-aminothiazol-4-yl)-2-propionoyloxyimm^ 
carboxylic acid trifluoroacetic acid salt (syn isomer) 

D : 7-[2-(2-aminothiazol-4-yl)-2-isobutyryloxyiminoacetamido] -3 -methylthio-3 -cefem-4- 
carboxylic acid trifluoroacetic acid salt (syn isomer) 

E: 7-[2-(2-aminotWazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-ethylthio-3-cefem-4- 
carboxylic acid trifluoroacetic acid salt (syn isomer) 

F: 7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-methoxycarbonylmethyl- 15 
3-cefem-4-carboxylic acid sodium salt (syn isomer) 

G: 7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-vinyl-3-cefem-4- 
carboxylic acid trifluoroacetic acid salt (syn isomer) 
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0.7 8 


E. coll W3630 BGN8 2 3 


0.7 8 


6.2 5 
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Key: 1 Tested bacteria 

2 Tested compounds 
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2. Therapeutic experiment of infection 
(a) Test method 

ICR-JCL mice (4-week-old males, weight 20 ± 0.5 g), 3 mice/group, were utilized as the 
test animals. The bacterium for infection was Escherichra coli No. 29, which was incubated at 
37°C for 20 h in heart infusion agar and suspended in physiological saline solution, followed by 
mixing muein to give a concentration of 2.5 % and injecting into the abdomens of the mice. Drug 
samples were orally administered at various concentrations immediately after the bacterial 
infection, and the number of surviving mice was counted after 7 days. Table 2 shows the result. 



16 



(b) Compounds tested 

H: 7-[2-(2-aminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-methylthio-3-cefem-4- 
carboxylic acid pivaloyloxymethyl ester (syn isomer) 

I: 7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-methylthio-3-cefem-4- 
carboxylic acid pivaloyloxymethyl ester (syn isomer) 
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Key: 1 Dosage (mg/mouse) 

2 Survival rate 

3 Cefloxacin 

4 Untreated control group 

5 Test compounds A, B and E are the same as the aforementioned. 



Next, the present invention is explained in detail using reference examples and 
application examples, but they are not to be construed as limiting the present invention. 



Reference Example 1 

Ethyl 2-(2-aminothiazol-4-yl)-2-hydroxyiminoacetate (syn isomer): 11 

A solution of 30 g of ethyl acetoacetate in 30 mL of glacial acetic acid was chilled on ice 
while stirring, to which a solution of 18 g of sodium nitrite in 40 mL of water was added at a rate 
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such that the reaction temperature was maintained at below 10°C. After stirring for about 30 min 
on ice, 16 g of potassium chloride in 80 mL of water was added. The resultant mixture was 
stirred for 1 h. The lower organic layer was separated and the aqueous layer was extracted with 
diethyl ether. The extract was combined with the oily layer, which was washed sequentially with 
water and saturated aqueous table salt solution, followed by concentrating until dry to give 30 g 
of ethyl-2-hydroxyimino-3-oxobutyrate (syn isomer). A solution of 1.5 g of ethyl 
2-hydroxyimino-3-oxobutyrate (syn isomer) in 40 mL of methylene chloride was stirring while 
chilling on ice, to which 14 g of sulfiiryl chloride was added drop-wise, followed by stirring for 
2 days. The mixture was washed with water, dried and concentrated. The residual oily substance 
(17 g) was dissolved in 50 mL of ethanol, to which 7.7 mL of dimethylaniline and 4.2 g of 
thiourea were added while stirring. The product was filtered after 2 h and washed with ethanol, 
followed by drying, and 7 g of the subject compound was obtained. 
Mp 188°C (decomposition) 

Reference Example 2 

Ethyl 2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetate hydrochloride (syn isomer): 

A solution 8.4 mL of triethylamine and 13 g of the product of Reference Example 1 in 
30 mL of dimethylformamide was stirred and chilled (-30°C), and 16.75 g of trityl chloride was 
added to the mixture over 2 h. The mixture was stirred for 30 min at the same temperature and 
for 17 h at room temperature. 

Next, it was partitioned in 500 mL of water and 500 mL of ethyl acetate. The organic 
layer was separated and washed with water and then stirred in 500 mL of IN HC1. The 
precipitates were collected and washed sequentially with water, ethyl acetate and ether, followed 
by drying, and 16.4 g of the subject compound was obtained as white solids. 
Mp 1 84- 1 86°C (decomposition) 

Reference Example 3 

2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetic acid sodium salt (syn isomer): 

20 g of ethyl 2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetate hydrochloride (syn 
isomer) was suspended in 400 mL of ethanol, and 400 mL of a IN aqueous NaOH solution was 
added drop-wise. After stirring for 24 h at room temperature, the precipitates were filtered. The 
precipitates were washed with ether and then suspended in 500 mL tetrahydrofuran and the pH 
was adjusted to 2.0 with 10% HC1 while chilling on ice to give a homogeneous solution. Next, 
the pH was adjusted to 8.0 with saturated aqueous sodium bicarbonate, and precipitates were 
formed. The precipitates were filtered and washed sequentially with water and ether, followed by 
drying, and 16 g of white powder was obtained. 
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Reference Example 4 

2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetic acid allyl ester (syn isomer): 

1.8 g of 2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetic acid sodium salt was 
dissolved in 20 mL of dimethylformamide, to which 0.8 mL of allyl iodide was added while 
chilling on ice, and the mixture was stirred for 24 h at room temperature. The reaction solution 
was added to a mixture of 200 mL of ethyl acetate and 200 mL of water, and the organic layer 
was washed with water (200 mL x 2). After drying over magnesium sulfate and concentrating, 
the product was purified with 60 g of Wako gel C-200 (system: toluene-ethyl acetate). Amount 
yielded: 1.3 g. 

NMR (80 MHz, 5 value, PPM, CDC13): 

4.85 (2H, m), 5.25-5.50 (2H, m), 5.95 (1H, m), 6.90 (1H, s), 7.85 (16H, b.s) 

Reference Example 5 

2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid allyl ester (syn isomer): 

469 mg of 2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetic acid allyl ester (syn isomer) 
was dissolved in 10 mL of dry methylene chloride, to which 0.1 mL of pyridine was added while 
chilling on ice. Next, 1 mL of dry methylene chloride containing 0.1 mL of acetyl chloride was 
added drop-wise, followed by stirring for 20 min at the same temperature. The solution was 
washed with water and dried over magnesium sulfate. After concentrating, the residue was 
purified with silica gel and 500 mg of the objective product was obtained. 
FD mass: 511 

IR (Nujol): 3300, 1740 cm' 1 
NMR (80 MHz, 5 value, PPM): 

2.1 1 (3H, s), 4.75-4.85 (2H, m), 5.20-5.48 (2H, m), 5.70-6.15 (1H, m), 6.85 (1H, 
s), 7.80(15H,s) 

The compounds of the following Reference Examples 6-8 were obtained in the same 
manner as in Reference Example 5 by reacting 2-(2-tritylaminothiazol-4-yl)-2- 
hydroxyiminoacetic acid allyl ester (syn isomer) with corresponding acid chlorides. 

Reference Example 6 

2-(2-tritylaminothiazol-4-yl)-2-propionoyloxyiminoacetic acid allyl ester (syn isomer): 
FD mass: 525 

IR (Nujol): 3300,1740 cm" 1 
NMR (80 MHz, 5 value, PPM): 
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1.25 (3H, t, J = 8 Hz), 2.5 (2H, q, J = 8 Hz), 4.75-4.85 (2H, m), 5.20-5.48 (2H, m), 
5.70-6.15 (1H, m), 6.82 (1H, s), 7.80 (15H, b,s) 

Reference Example 7 

2-(2-tritylaminothiazol-4-yl)-2-isobutyryloxyiminoacetic acid allyl ester (syn isomer): 
FD mass: 540 

IR(Nujol): 3300, 1745 cm" 1 
NMR (80 MHz, 5 value, PPM): 

1.20 (6H, d, J = 8 Hz), 2.60 (1H, m), 4.70-4.82 (2H, m), 5.15-5.48 (2H, m), 
5.70-6.15 (1H, m), 6.85 (1H, s), 7.20 (16H, s) 

Reference Example 8 

2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetic acid allyl ester (syn isomer): 
FD mass: 553 

IR(Nujol): 3300, 1740 cm" 1 
NMR (80 MHz, 8 value, PPM): 

1.25 (9H, s), 4.70-4.85 (2H, m), 5.16-5.55 (2H, m), 5.65-6.20 (1H, m), 6.90 (1H, 
s), 7.26 (16H, s) 

Reference Example 9 

2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid (syn isomer): 

250 mg of 2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid allyl ester (syn 
isomer) was dissolved in 10 mL of dry methylene chloride, to which 5 mL of a solution of 85 mg 
potassium 2-ethylhexanoate in ethyl acetate was added while chilling on ice, followed by adding 
12 mg of triphenyl phosphine and 12 mg of tetrakistriphenylphosphine palladium (0), and the 
mixture was stirred for 1 h at the same temperature. The precipitates were filtered and washed 
sequentially with isopropyl ether and ethyl acetate, followed by drying, and potassium 
2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetate was obtained. The potassium salt obtained 
was then suspended in 20 mL ethyl acetate and the pH was adjusted to 2.0 with 5% HC1 while 
chilling on ice. The product was washed with saturated aqueous table salt solution and dried, and 
130 mg of the objective compound was obtained as white powder after concentrating and drying. 
NMR (80 MHz, 8 value): 

2.15 (3H, s), 6.80 (1H, s), 7.30 (16H, b,s) 

The compounds of the following Reference Examples 10-12 were obtained in the same 
manner as in Reference Example 9 by using corresponding 



2-(2-tritylaminothiazol-4-yl)-2-alkylacyloxyiminoacetic acid allyl esters (syn isomer) as the 
starting materials and reacting with potassium 2-ethylhexanoate in the presence of a palladium 
catalyst. 

Reference Example 10 

2-(2-tritylaminothiazol-4-yl)-2-propionoyloxyiminoacetic acid (syn isomer): 
NMR (80 MHz, 8 value, PPM, CDC13): 

1.25 (3H, t, J = 8 Hz), 2.5 (2H, q, J = 8 Hz), 6.80 (1H, s), 7.30 (16H, b.s) 

Reference Example 1 1 

2-(2-tritylaminothiazol-4-yl)-2-isobutyryloxyiminoacetic acid (syn isomer): 
NMR (80 MHz, 5 value, PPM, CDC13): 

1.05 (6H, d, J = 8 Hz), 2.40 (1H, m), 6.85 (1H, s), 7.30 (16H, b.s) 

Reference Example 12 

2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetic acid (syn isomer): 
NMR (80 MHz, 5 value, PPM, CDC13): 

1.16 (9H, s), 6.80 (1H, s), 7.28 (16H, b.s) 

Reference Example 13 

7-j8-phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid p-nitrobenzyl ester: 

5.6 g (12 mM) of 7-j8-phenylacetamido-3-hydroxy-3-cefem-4-carboxylic 
acid-p-nitrobenzyl ester was suspended in 40 mL of dry acetonitrile, which was chilled at -20°C 
while being stirred in nitrogen atmosphere, and 2.4 mL of diisopropylethylamine and 2.8 mL of 
diphenyl chlorophosphate were added. The reaction mixture was stirred for about 30 min at the 
same temperature, and a transparent solution was obtained. Completion of the reaction was 
verified by TLC and the reaction solution was chilled at -30°C, and 2.4 mL of 
diisopropylethylamine was added, followed by blowing in about 3 g of methyl mercaptan. 
Reaction was continued for about 2 h at -25 - -30°C (precipitation of crystals), and after 
completion of the reaction was verified with TLC, 0.5 mL of acetic acid was added. 

The resultant product was collected and washed sequentially with 7 mL of cold 
acetonitrile and 10 mL of isopropyl ether, followed by vacuum drying. Amount yielded: 4.95 g 
(yield: 83%). 

Mp: 231°C (decomposition) 

IR: (Nujol): 3230, 1775 (0-lactam), 1705 and 1650 cm" 1 
UVXmax: 319nm 
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NMR (DMS0-d6 + CDC13): 5 value (60 MHz) 

3.28 (3H, s), 3.61 (2H, s), 3.68 (2H, s), 5.03 (1H, d, (J=4.6 Hz)), 5.73 (2H, s), 
5.64 (1H, dd, (J=4.6, J=7.8 Hz)), 7.29 (5H, s), 7.63, 8.20 (4H, 2xd, (J=8.2))), 8,83 (1H, d, (J=7.8) 

Reference Example 14 

7-Phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid: 

2.5 g of 7-phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid p-nitrobenzyl ester 
[mp. 231°C (decomposition)] was added to 15 mL of dioxane and 10 mL of 85% formic acid, 
followed by heating at 50-55°C, and 1.5-3 g of zinc powder was added in a few increments while 
stirring, and the reaction was further conducted for 2-5 h. Completion of the reaction was 
verified by thin layer chromatography (TLC) and the reaction mixture was chilled to room 
temperature, and the insoluble substance was collected and washed with dioxane. The reaction 
solution and the washing solution were combined and the majority of the solvent was removed 
by vacuum distillation. 10 mL of ethyl acetate and 50 mL ice water were mixed and stirred, and 
the pH was adjusted to 7.0-7.5 with an acidic solution of sodium carbonate, to which the above 
reaction solution was added drop-wise. After completing the addition, the insoluble substance 
was collected and washed with water. The aqueous layer and the washing solution were 
combined and extracted several times with ethyl acetate. The organic layer was washed with a 
small amount of water, and the washing solution was combined with the aqueous layer. 
Treatment with activated carbon is conducted if necessary. The pH of the aqueous layer was 
adjusted to 1-2 with hydrochloric acid, followed by standing overnight. The solid substance was 
collected and washed with water, followed by washing with a small amount of isopropyl ether 
and drying, and the subject compound was obtained. Amount yielded: 1.4 g (yield: 77%). The 
product was recrystallized from acetone + isopropyl ether. 

Mp: 197-98°C (decomposition) 

UV Xmax: 318 nm (95% ethanol) 

IR: (Nujol): 3280 (NH), 1770 (/3-lactam), 1690 and 1640 cm* 1 
NMR (DMSO-d6 + CDC13): 8 value [60 MHz (R600)] 

2.33 (3H, s), 3.57 (2H, s), 3.67 (2H, s), 5.01 (1H, d, J-4.7 Hz), 5.56 (1H, dd, 
J=4.7, J=8.2 Hz), 7.25 (5H, s), 9.01 (1H, d, J=8.2 Hz) 

Reference Example 15 

7-Phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid diphenylmethyl ester: 

1 .82 g of 7-phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid obtained in /10 
Reference Example 14 was heated and dissolved in acetone. A solution of diazodiphenylmethane 
in n-hexane was added. The mixture was reacted overnight at room temperature while the 
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progress of the reaction was traced by TLC, and the solution was concentrated under vacuum to 
remove the solvent. The excess diazodiphenylmethane was removed by treating with n-hexane. 
The solid substance was dissolved in methylene chloride and the pH was adjusted to 7.5 with 
aqueous acidic sodium carbonate solution. The methylene chloride layer was separated, dried 
and concentrated under vacuum to remove the solvent, and the solid substance was treated with 
isopropyl ether and ethyl ether, followed by drying to obtain the subject compound. Amount 
yielded: 2.4 g (90%). The product was recrystallized from acetone + methanol. 

Mp: 1 62-63 °C (decomposition) 

UV Xmax: 318 nm (95% ethanol) 

IR: (Nujol): 3230 (NH), 1780 (j3-lactam), 1700 (ester) and 1650 cm' 1 
NMR (CDC13): 5 value (60 MHz ) 

1.99 (3H, s), 2.91, 3.38 (2H, ABq, J=16.8 Hz), 3.64 (2H, s), 4.95 (1H, d, 
J=4.3 Hz), 5.62 (1H, d.d, J=4.3, J=8.6 Hz), 6.86 (1H, s), 7.2-7.33 (16H) 

Reference Example 16 

7-Amido-3-methylthio-3-cefem-4-carboxylic acid diphenylmethyl ester hydrochloride: 

2.65 g of 7-phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid diphenylmethyl 
ester obtained in Reference Example 15 was dissolved in 50 mL of methylene chloride, followed 
by chilling to -30°C and 4 mL of anhydrous pyridine was added to this solution and 3.2 g of 
phosphorus pentachloride was further added as a micropowder. The temperature was gradually 
increased and the mixture was stirred for about 3 h at -10 -10°C. The solution was chilled 
to -40°C after the completion of the reaction was verified with TLC. (A part of the reaction 
solution was taken and methanol was added to it, followed by developing with benzene:ethyl 
acetate = 2:1). 15 mL of anhydrous methanol was added drop-wise to the reaction solution 
(crystals precipitated) under agitation. The temperature of the transparent solution was gradually 
increased and the solution was stirred for about 1 h at -10°C. The solution was added to 40 mL 
of cold aqueous table salt solution after the completion of the reaction was verified with TLC, 
and while stirring, dilute ammonia water was added to maintain the pH at 1.5-2.0 and reaction 
was carried out for about 1 h while chilling on ice. The precipitates were collected and washed 
sequentially with a small amount of ice water, ethyl acetate and isopropyl ether, and the subject 
compound was obtained after drying. Amount yielded: 22.5 g (91%). 

Mp: 203-205°C (decomposition) 

UV Xmax: 3 1 9 nm (95% ethanol) 

IR: (Nujol): 1780 (^-lactam), 1760 and 1700 cm" 1 

NMR (DMSO-d 6 ): 8 value (60 MHz) 
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2.44 (3H, s), 3.73, 4.13 (2H, ABq, J=16 Hz), 5.08 (1H, d, J=4.3 Hz), 5.28 (1H, d, 
J-4.3 Hz), 6.90 (1H, s), 7.20-7.80 (13H, m) 

Reference Example 17 

7-Amino-3-ethylthio-3-cefem-4-carboxylic acid benzhydryl ester hydrochloride: 

The subject compound was obtained in accordance with Reference Examples 13-16. 

Mp: 172-173°C (decomposition) 

UV Xmax: 319 nm (95% ethanol) 

IR:(Nujol): 1778, 1705 cm -1 

NMR (DMSO-d 6 ): 5 value (60 MHz ) 

1.16 (3H, t, J=7 Hz), 2.93 (2H, q, J=7 Hz), 2.93 (2H, q, J=7 Hz), 3.68, 4.10 (2H, 
ABq, J=15 Hz), 5.05 (1H, d, J-5 Hz), 5.77 (1H, d, J=5 Hz), 6.83 (1H, s), 7.30 (10H, m) 

Reference Example 18 

7-Phenylacetamido-3-vinyl-3-cefem-4-carboxylic acid diphenylmethyl ester: 

1.2 g of 7-phenylacetamido-3-bromomethyl-3-cefem-4-carboxylic acid diphenylmethyl 
ester was dissolved in 2 mL of dimethylformamide, to which 818 mg of triphenyl phosphine and 
31 1 mg of sodium iodide were added, and the mixture was stirred at 0-5°C for 17 h. The reaction 
solution was treated with isopropyl ether and powder was obtained, which was further washed 
with ethyl acetate. The resultant powder was suspended in 30 mL of methylene chloride and 
15 mL of 36% formaldehyde was added while chilling on ice. The pH was then adjusted to 9.0 
with a saturated aqueous solution of sodium bicarbonate, followed by stirring for 30 min on an 
ice bath and for 2 h at room temperature. The pH was then adjusted to 5.0 with 5% HC1 while 
chilling on ice, and the solution was extracted with methylene chloride and the extract was 
washed with water and dried over magnesium sulfate. The solution was concentrated and the /l 1 

residue was subjected to purification by silica gel chromatography (Wako gel C-200, 40 g, 
system: toluene-ethyl acetate), and 420 g of the objective product was obtained. 
IR:(Nujol): 1765, 1710 cm" 1 
NMR (80 MHz, 8 value, PPM, CDC13) 

3.30, 3.60 (2H, ABq, J=19 Hz), 3.56 (2H, s), 4.91 (2H, d, J=4.8 Hz) 5.16 (1H, d, 
J=8 Hz), 5.36 (1H, d, J=15 Hz), 5.75 (1H, d,d, J=4.8, 9.0 Hz), 6.25 (1H, d, J=9.0 Hz), 6.89 (1H, 
s), 7.10-7.55 (16H, m) 

Reference Example 19 

7-Amino-3-vinyl-3-cefem-4-carboxylic acid diphenylmethyl ester hydrochloride: 
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230 g of 7-phenylacetamido-3-vinyl-3-cefem-4-carboxylic acid benzhydryl ester was 
dissolved in 10 mL of dry methylene chloride, which was chilled at -40°C. 0.36 mL of pyridine 
and 282 mg of phosphorus pentachloride were added to the mixture, which was stirred at -40°C 
for 2 h and at 0°C for 2 h. Afterward, the solution was chilled at -50°C and 1 mL of dry methanol 
was added, which was stirred at -50°C for 2 h and at 0°C for 1 h. 10 mL of saturated aqueous 
table salt solution was added to the reaction solution while chilling on ice, followed by stirring at 
0°C-5°C for 30 min. 20 mL of isopropyl ether was added to the solution and the precipitates 
were filtered, which was washed sequentially with isopropyl ether and ethyl acetate, and 164 mg 
of the objective product was obtained. 

IR: (Nujol): 1760, 1705 cm" 1 

NMR (60 MHz, 8 value, PPM, DMSO-do) 

3.73, 4.00 (2H, ABq, J=18 Hz), 5.1-5.4 (2H, m), 5.58 (1H, d, J=6 Hz), 5.93 (1H, 
m), 6.97 (1H, s), 7.00 (1H, d.d, J=12, 18 Hz), 7.42 (10H, m), 9.17 (2H, m) 

Reference Example 20 

7-Amino-3-methylthio-3-cefem-4-carboxylic acid ethoxycarbonyloxyethyl ester hydrochloride 
(a form): 

481 mg (0.001 mol) of 7-phenylacetamido-3-methylthio-3-cefem-4-carboxylic acid 
ethoxycarbonyloxyethyl ester (a form) (mp 157-58°C) was dissolved in 20 mL of dry methylene 
chloride, to which 0.40 mL of pyridine was added, followed by chilling at -20°C. 440 mg of 
phosphorus pentachloride was added to it and reaction was conducted for about 90 min by 
gradually increasing the temperature to +5 - +10°C (reacted for 30 min after phosphorus 
pentachloride disappeared). The reaction solution was chilled at -30°C and a solution containing 
2 mL of isobutanol and 5 mL of methylene chloride was added drop-wise while stirring. The 
temperature was increased gradually to +5 - +10°C and reaction was conducted for 2 h (the 
reaction was traced with TLC). The temperature was decreased to 0°C after the reaction was 
complete and 5 mL of cold water containing 2 mL of aqueous table salt solution was poured into 
the solution. The mixture was stirred for about 60 min while being chilled on ice, and 10 mL of 
diisopropyl ether and 10 mL of ethyl ether were added. After a short while, white crystals 
precipitated out gradually. The crystals were collected, which was washed with diisopropyl ether 
and ether, followed by drying. Amount yielded: 360 mg. 

mp 148-50°C (decomposition) 

UV Xmax: 321 run (95% ethanol) 

IR: (Nujol): 1781, 1762, 1700 cm" 1 
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Reference Example 21 

7-Amino-3-ethylthio-3-cefem-4-carboxylic acid ethoxycarbonyloxyethyl ester hydrochloride: 

The same reaction as in Reference Example 20 was conducted using 990 mg (0.002 mol) 
of 7-phenylacetamido-3-ethylthio-3-cefem-4-carboxylic acid ethoxycarbonyloxyethyl ester (mp 
130-31°C). 750 mg (90.8%) of the subject compound was obtained. 

mp 1 88-90°C (decomposition) 

UV Xmax: 320 nm (95% ethanol) 

IR: (Nujol): 1780, 1763, 1710 cm -1 

Reference Example 22 

7-Phenylacetamido-3-methoxycarbonylmethyl-3-cefem-4-carboxylic acid p-nitrobenzyl ester: 

4.7 g of 7-phenylacetamido-3-hydroxy-3-cefem-4-carboxylic acid p-nitrobenzyl ester was 
dissolved in 35 mL of dimethylformamide, to which 4 g of carbomethoxymethylene triphenyl 
phosphorane was added, and the mixture was stirred at room temperature for 24 h. The reaction 
solution was concentrated and the residue was dissolved in 500 mL of ethyl acetate, followed by /1 2 
washing with 5% HC1, water and saturated aqueous table salt solution and drying over 

magnesium sulfate. The solution was concentrated and the residue was subjected to purification 
by column chromatography with Wako gel C-200 (200 g) (toluene-ethyl acetate system), and 
28 g of the objective product was obtained. 

IR: (Nujol): 3300, 1760 cm* 1 

NMR (80 MHz, 5 value, PPM, CDC13) 

3.20-3.75 (9H, m), 5.00 (1H, d, J=4.8 Hz), 5.30 (2H, b.s), 5.85 (1H, d.d, J=4.8 Hz, 
9 Hz), 6.15 (1H, d, J=9 Hz), 7.35 (5H, s), 7.55, 8.22 (4H, ABq, J=9.0 Hz) 

882 mg of a by-product (an isomer from dimerization of the cephalosporin nuclei) was 
obtained from the above reaction. A product having the same physical property was obtained 
when this by-product was oxidized with a peracid followed by reduction with phosphorus 
trichloride by conventional methods. 

Reference Example 23 

7-Phenylacetamido-3-methoxycarbonylmethyl-3-cefem-4-carboxylic acid diphenylmethyl ester: 

2.8 g of 7-phenylacetamido-3- methoxycarbonylmethyl-3-cefem-4-carboxylic acid 
p-nitrobenzyl ester was dissolved in 50 mL of formic acid and 50 mL of ethanol, to which 1 .8 g 
of zinc powder was added over 10 min while stirring. The mixture was stirred at room 
temperature for 1 h and at 50°C for 2 h, and the insoluble substance was filtered. The filtrate was 
concentrated under vacuum, followed by adding a mixed solution of 50 mL ethyl acetate and 
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20 mL water. The pH was adjusted to 7.0 with a saturated aqueous solution of sodium 
bicarbonate. The insoluble substance was removed and the aqueous layer was washed with ethyl 
acetate. The pH of the aqueous layer was adjusted to 2.0 with 5% HC1, followed by extracting 
with ethyl acetate. 

A solution of diphenyldiazomethane-n-hexane was added to the organic layer and 
reaction was conducted at room temperature. The reaction solution was concentrated under 
vacuum after the starting material (carboxylic acid) disappeared, and the residue was washed 
with isopropyl ether to give 1.27 g of the objective product. 

IR: (Nujol): 3320, 1770 cm -1 

NMR (80 MHz, 5 value, CDC13) 

3.32-3.70 (9H, m), 4.95 (1H, d, J=4.8 Hz), 5.80 (2H, d.d, J=4.8 Hz, 9.6 Hz), 6.10 
(1H, d, J=9.6 Hz), 6.85 (1H, s), 7.15-7.35 (16H, m) 

Reference Example 24 

7-Amino-3-methoxycarbonylmethyl-3-cefem-4-carboxylic acid diphenylmethyl ester: 

1.12 g of phosphorus pentachloride was dissolved in 20 mL of methylene chloride, to 
which 1.45 mL of pyridine was added while chilling on ice. After stirring for 30 min at the same 
temperature, the mixture was chilled at -50°C. Subsequently, 10 mL of methylene chloride 
containing 1.0 g of 7-phenylacetamido-3- methoxycarbonylmethyl-3-cefem-4-carboxylic acid 
diphenylmethyl ester was added, followed by stirring for 2 h at -50°C and for 2 h while chilling 
on ice. The solution was chilled at -50°C, and 4 mL of dry methanol was added drop-wise, 
followed by stirring for 1 h at 0°C. 20 mL of saturated aqueous solution of sodium bicarbonate 
was added while chilling on ice and stirred for 30 min at the same temperature. After extracting 
with methylene chloride and washing with saturated aqueous solution of table salt, the pH was 
adjusted to 7.0 with a saturated aqueous solution of sodium bicarbonate while chilling on ice. 
The solution was dried and concentrated and the residue was subjected to purification with 15 g 
of Wako gel C-200 (system: toluene-ethyl acetate), and 350 mg of the objective product was 
obtained. 

IR: (Nujol): 1780 cm" 1 

NMR (80 MHz, 5 value, CDC13) 

1.70 (2H, b.s), 3.36-3.65 (7H, m), 4.70 (1H, d, J=4.8 Hz), 4.96 (1H, d, J=4.8 Hz), 
6.90 (1H, s), 7.20-7.40 (10H, m) 
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Reference Example 25 

7-Phenylacetamido-3-methoxycarbonylvinyl-3-cefem-4-carboxylic acid diphenylmethyl ester: 

1.2 g of 7-phenylacetamido-3-bromomethyl-3-cefem-4-carboxylic acid diphenylmethyl 
ester was dissolved in 2 mL of dimethylformamide, to which 818 mg of triphenylphosphine and 
311 mg of sodium iodide were added and the mixture was stirred at 5°C for 20 h. The reaction 
solution was concentrated under vacuum and powder was obtained by treating with isopropyl 
ether, and the powder was further washed with ethyl acetate. 

The resultant salt was dissolved in 30 mL of methylene chloride, to which 580 mg of 
methyl glyoxalate-1 hydrate was added, and the pH was adjusted to 9 with a saturated aqueous A3 
solution of sodium bicarbonate while chilling on ice, followed by stirring for 4 h at room 
temperature. Subsequently, the pH was adjusted to 5.0 with a 5% aqueous solution of 
hydrochloric acid while chilling on ice, followed by extracting with metylene chloride. After 
washing with water and drying over magnesium sulfate, the solution was concentrated. The 
residue was subjected to purification with 20g of Wako gel C-200 (system: toluene-ethyl acetate) 
and 184 g of the objective product was obtained. 

IR:(Nujol): 1780 cm' 1 

NMR (80 MHz, 8 value, PPM, CDC13) 

3.40-3.65 (7H, m), 5.0 (1H, d, J=4.2 Hz), 6.70 (1H, d, J-12 Hz), 6.8 (1H, d.d, 
J=4.2 Hz, 9.6 Hz), 6.15 (1H, d, J=9.6 Hz), 6.80 (1H, s), 6.82 (1H, d, J=12 Hz), 7.20-7.40 (16H, 
m) 

Reference Example 26 

7-Amino-3-methoxycarbonylvinyl-3-cefem-4-carboxylic acid diphenylmethyl ester: 

164 mg of phosphorus pentachloride was dissolved in 2 mL of methylene chloride under 
nitrogen atmosphere, to which 0.21 mL of pyridine was added while chilling on ice. The mixture 
was stirred for 30 min at the same temperature. The solution was added drop-wise to a 
preprepared solution of 1.5 mL of methylene chloride containing 150 mg of 
7-phenylacetamido-3- methoxycarbonylvinyl-3-cefem-4-carboxylic acid diphenylmethyl ester 
at -50°C (about 10 min). The mixture was stirred for 30 min at -50°C and for 2 h at 0-5°C, 
followed by chilling at -50°C, and the reaction solution was added drop-wise to 2 mL of 
methanol chilled at -50°C. The solution was stirred for 30 min at -50°C and for 1 h at 0-5°C, 
followed by adding 3 mL of saturated aqueous table salt solution and stirring for 30 min at the 
same temperature. After extracting with methylene chloride and washing with saturated aqueous 
table salt solution, the pH was adjusted to 7.0 with a 2% aqueous solution of sodium bicarbonate 
in the presence of saturated aqueous table salt solution, and the solution was washed with water. 
The solution was then dried over magnesium sulfate and concentrated. The residue was subjected 
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to purification with 2 g of Wako gel C-200 (system: toluene-ethyl acetate) and 73 mg of the 
objective product was obtained. 

IR: (Nujol): 1780 cm" 1 

NMR (80 MHz, 5 value, PPM, CDC13) 

1.75 (2H, b.s), 3.40 (2H, b.s), 3.56 (3H, s), 4.7 (1H, d, J=4.2 Hz), 4.9 (1H, d, 
J=4.8 Hz), 5.75 (1H, d, J=12 Hz), 6.85 (1H, d, J=12 Hz), 6.90 (1H, s), 7.20-7.40 (10H, m) 

Application Example 1 

7-[2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-vinyl-3-cefem-4-carbox 
acid diphenylmethyl ester (syn isomer) 

192 mg of 2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetic acid (syn isomer), 
120 mg of 7-amino-3-vinyl-3-cefem-4-carboxylic acid diphenylmethyl ester and 50 mg of 
1-hydroxybenztriazole were dissolved in 10 mL of methylene chloride, which was chilled on ice, 
and 1 mL of methylene chloride containing 75 mg of dicyclohexylcarbodiimide was added, 
followed by stirring overnight at 5°C. The solution was concentrated under vacuum and the 
residue was dissolved in 50 mL of ethyl acetate. The insoluble substance was removed and the 
solution was washed sequentially with cold 5% aqueous hydrochloric acid and saturated aqueous 
table salt solution. After drying over magnesium sulfate, the solution was concentrated under 
vacuum and the residue was subjected to purification with 8 g of Wako gel C-200 (system: 
toluene-ethyl acetate) and 200 mg of the objective product was obtained. 

IR: (Nujol): 1770, 1740-1710 cm* 1 

NMR (80 MHz, 8 value, PPM, CDC13) 

1.30 (9H, s), 3.50 (2H, b.s), 5.05 (1H, d, J=5 Hz), 5.20 (1H, d, J=8 Hz), 5.40 (1H, 
d, J=14.5 Hz), 5.90 (1H, d.d, J=5 Hz, J=9.5 Hz), 6.90 (2H, b.s), 6.65-7.10 (1H, m), 7.15-7.40 
(26H, m) 

Application Example 2 

7-[2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-vinyl-3-cefem-4-carboxylic acid 
diphenylmethyl ester (syn isomer) 

The subject compound was obtained in the same manner as in Application Example 1 
using 2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid as the starting material. 

IR: (Nujol): 3300, 1770 cm' 1 

NMR (80 MHz, 8 value, PPM, CDC13) 

2.70 (3H, s), 5.0 (1H, d, J=4.8 Hz), 5.2 (1H, d, J=10 Hz), 5.4 (1H, d, J=16 Hz), 
5.8 (1H, d. d, J=4.8 Hz, J=9.0 Hz), 6.8 (1H, s), 6.90 (1H, s), 7.1-7.3 (27H, m) 



Application Example 3 

7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyimm^ acid 
trifluoroacetic acid salt (syn isomer) 

200 mg of 7-[2-(2-tritylaminothiazol-4-yl)-2- pivaloyloxyiminoacetamido]-3-vinyl- 
3-cefem-4-carboxylic acid diphenylmethyl ester (syn isomer) was dissolved in 0.4 mL of anisole, 
and 4 mL of cold trifluoroacetic acid was added while chilling on ice, followed by stirring for 1 h 
at the same temperature. The solution was concentrated under vacuum and powder was prepared 
(from the precipitates) by treating with isopropyl ether, which was washed and dried, and 85 mg 
of the objective product was obtained. 

IR: (Nujol): 1760 cm" 1 

NMR (80 MHz, 5 value, PPM, DMSO-de) 

1.15 (9H, s), 3.50, 3.86 (2H, ABq, JM17.6 Hz), 5.16 (1H, d, J=5 Hz), 5.35 (1H, d, 
J=9 Hz), 5.60-5.78 (2H, m), 6.75-7.10 (1H, m), 6.95 (1H, s) 

Application Example 4 

7-[2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-methoxycarbonylmethyl- 
em-4-carboxylic acid diphenylmethylester (syn isomer) 

256 mg of 2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetic acid, 181 mg of 
7-amino-3- methoxycarbonylmethyl-3-cefem-4-carboxylic acid diphenylmethyl ester and 67 mg 
of 1-hydroxybenztriazole were dissolved in 20 mL of methylene chloride, which was chilled on 
ice. 1 mL of methylene chloride containing 103 mg of dicyclohexylcarbodiimide was added, 
followed by stirring overnight at 5°C. The solution was concentrated under vacuum and the 
residue was dissolved in 30 mL of ethyl acetate. The insoluble substance was removed and the 
solution was washed sequentially with a cold 5% aqueous solution of hydrochloric acid and 
saturated aqueous table salt solution and dried. The solution was then concentrated under 
vacuum and the residue was subjected to purification with 15 g of Wako gel C-200 (system: 
toluene-ethyl acetate) and 100 mg of the objective product was obtained. 

IR: (Nujol): 3300, 1780 cm" 1 

NMR (80 MHz, 8 value, PPM, CDC13) 

1.16 (9H, s), 3.40-3.70 (7H, m), 5.10 (1H, d, J=5 Hz), 5.8 (1H, d. d, J=5 Hz, J=9.6 
Hz), 6.8 (1H, s), 6.85 (1H, s), 7.2-7.4 (26H, m) 



Application Example 5 

7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyimm^ 
-carboxylic acid sodium salt: 

200 mg of 7-[2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3- 
methoxycarbonylmethyl-3-cefem-4-carboxylic acid diphenylmethyl ester was dissolved in 
0.2 mL of anisole, to which 2 mL of trifluoroacetic acid was added while chilling on ice, 
followed by stirring for 30 min at the same temperature. The solution was concentrated under 
vacuum and powder was prepared by treating with isopropyl ether, which was dried and then 
dissolved in 2 mL of water-2 mL of acetic acid, and the pH was adjusted to 7.0 with a 2% 
aqueous sodium bicarbonate solution while chilling on ice. The aqueous layer was washed with 
ethyl acetate, followed by developing with 15 mL of Diaion HP-20. The target fraction was 
collected and freeze-dried, and 63 mg of the objective product was obtained. 

IR:(Nujol): 1770 cm" 1 

NMR (80 MHz, 5 value, D20) 

1.15 (9H, s), 3.40-3.7 (7H, m), 5.0 (1H, d, J=4.8 Hz), 5.8 (1H, d, J=4.8 Hz), 6.8 

(1H, s) 

Application Example 6 
7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyim^ 
4-carboxylic acid trifluoroacetic acid salt (syn isomer): 

IR:(Nujol): 1770 cm -1 

NMR (80 MHz, 8 value, PPM, DMSO-d 6 ) 

1.20 (9H, s), 3.4 (2H, d), 3.6 (3H, s), 5.0 (1H, d, J=4.2 Hz), 5.7 (1H, d, J=12 Hz), 
5.80 (1H, d. d, J=4.2 Hz, 9.6 Hz), 6.7 (1H, s), 6.8 (1H, d, J=12Hz) 

A pplication Example 7 

7-[2-(2-tritylaminothiazol-4-yl)-2-acetyloxyim^ 
acid diphenylmethyl ester (syn isomer) 

120 mg of 2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid (syn isomer) and 
101 mg of 7-amino-3-methyltWo-3-cefem-4-carboxylic acid diphenylmethyl ester were dissolved 
in 10 mL of dry methylene chloride, to which 33 mg of 1-hydroxybenztrizole was added. 1 mL 
of methylene chloride containing 50 mg of dicyclohexylcarbodiimide was added while chilling 
on ice, followed by stirring overnight at 5°C. The insoluble substance was removed and the 
solution was washed sequentially with a 2.5% aqueous hydrochloric acid solution and water, 
followed by concentrating. The residue was subjected to purification by silica gel 
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chromatography (Wako gel C-200, 8g, system: toluene-ethyl acetate) and 160 mg of the 
objective product was obtained. 

IR: (Nujol): 1 770, 1 740- 1 7 1 0 cm' 1 

NMR (80 MHz, 5 value, PPM, CDC13) 

2.20 (3H, s), 2.26 (3H, s), 3.54 (2H, b. s), 5.05 (1H, d, J=5.0 Hz), 5.75 (1H, d. d, 
J=5.0 Hz, 9.0 Hz), 7.86 (1H, s), 7.90 (1H, s), 7.00-7.45 (27H, m) 

The compounds of Application Examples 8-11 were obtained in the same manner as in 
Application Example 7 using 2-(2-tritylaminothiazol-4-yl)-2-alkyacylloxyiminoacetic acids and 
corresponding 7-amino-3-cefem derivatives. 

Application Example 8 

7-[2-(2-tritylaminothiazol-4-yl)-2-propionoyloxyiminoacetamido]-3-methylthio-3-cefem-4- 
carboxylic acid diphenylmethyl ester (syn isomer) 

IR: (Nujol): 1770, 1740-1710 cm" 1 

NMR (80 MHz, 6 value, PPM, CDC13) 

1.25 (3H, t, J=8 Hz), 2.26 (3H, s), 2.48 (2H, q, J=8 Hz), 3.55 (2H, b. s), 5.06 (1H, 
d, J=5.0 Hz), 5.75 (1H, d. d, J=5 Hz, 9 Hz), 6.85 (1H, s), 6.92 (1H, s), 7.10-7.42 (27H, m) 

Application Example 9 

7- [2-(2-tritylaminothiazol-4-yl)-2-isobutyryloxyiminoacetamido] -3 -methylthio-3 -cefem-4- 
carboxylic acid diphenylmethyl ester (syn isomer) 
NMR (80 MHz, 6 value, PPM, CDC13) 

1.20 (6H, d, J=8 Hz), 2.24 (3H, s), 2.70 (1H, m), 3.50 (2H, b. s), 5.06 (1H, d, J=5 
Hz), 5.75 (1H, d. d, J=5 Hz, 10 Hz), 6.86 (1H, s), 6.90 (1H, s), 7.05-7.35 (27H, m) 

Application Example 10 

7-[2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-methylthio-3-cefem-4- 
carboxylic acid diphenylmethyl ester (syn isomer) 
NMR (80 MHz, 5 value, PPM, CDC13) 

1 .27 (9H, s), 2.26 (3H, s), 3.35, 3.65 (2H, ABq, J=16 Hz), 5.03 (1H, d, J=5 Hz), 
5.78 (1H, d. d, J=5 Hz, 9 Hz), 6.90 (1H, s), 6.95 (1H, s), 7.15-7.40 (27H, m) 
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A pplication Example 1 1 

7-[2-(2-tritylaminothiazol-4-^ 

carboxylic acid diphenylmethyl ester (syn isomer) 

IR: (Nujol): 3300, 1780, 1740-1720 cm -1 

NMR (80 MHz, 8 value, PPM, CDC13) 

1.20 (3H, t, J=8 Hz), 1.25 (9H, s), 2.70 (1H, q, J=8 Hz), 3.45 (2H, b. s), 5.05 (1H, 
d, J=4.8 Hz), 5.70 (1H, d. d, J=4.8 Hz, 9.0 Hz), 6.85 (1H, s), 6.90 (1H, s), 7.15-7.32 (26H, b.s) 

Application Example 12 

7-[2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-methylthio-3-cefe 
acid trifluoroacetic acid salt (syn isomer) 

150 mg of 7-[2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-methylthiol- 
3-cefem-4-carboxylic acid diphenylmethyl ester (syn isomer) was dissolved in 0.2 mL of anisole 
while chilling on ice. 2 mL of trifluoroacetic acid was further added at the same temperature, 
followed by stirring for 1 h while chilling on ice. 

The solution in trifluoroacetic acid was concentrated under vacuum at 20°C and powder 
was prepared by treating the residue with isopropyl ether, which was separated by centrifuging 
after washing thoroughly with isopropyl ether and ether, and 55 mg of the objective product was 
obtained by drying under vacuum. 

IR: (Nujol): 1770 cm" 1 

NMR (80 MHz, 5 value, PPM, DMSO-ck) 

2.16 (3H, s), 2.32 (3H, s), 3.75 (2H, s), 5.12 (1H, d, J=4.8 Hz), 5.68 (1H, d. d, 
J=4.8, J=7.5 Hz), 7.10 (1H, s), 9.78 (1H, d, J=7.5 Hz) 

The compounds of Application Examples 13-16 were obtained in the same manner as in 
Application Example 12 by removing the protecting groups of the corresponding protected 
3-cefem cephalosporin compounds. 

Application Example 13 

7-[2-(2-aminothiazol-4-yl)-2-propionoyloxyiminoacetamido]-3-methylthio-3-cefem-4-carboxylic 
acid trifluoroacetic acid salt (syn isomer) 

IR: (Nujol): 1760 cm' 1 

NMR (80 MHz, 8 value, PPM, DMSO-d 6 ) 

1.25 (3H, t, J=8 Hz), 2.26 (3H, s), 2.50 (2H, q, J=8 Hz), 5.05 (1H, d, J=5.0 Hz), 
5.70 (1H, d. d, J=5.0 Hz, J-8.0 Hz), 7.05 (1H, s), 9.80 (1H, d, J=8.0 Hz) 
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A pplication Example 14 

7-[2-(2-aminothiazol-4-yl)-2-iso 

acid trifluoroacetic acid salt (syn isomer) 

IR:(Nujol): 1760 cm" 1 

NMR (80 MHz, 5 value, PPM, DMSO-d 6 ) 

1.15 (6H, d, J=7.5 Hz), 2.3 (3H, s), 2.65 (1H, m), 3.70 (2H, b.s), 5.15 (1H, d, J=5 
Hz), 5.70 (1H, d. d, J=5 Hz, J=8.2 Hz), 7.05 (1H, s), 9.85 (1H, d, J=8.2 Hz) 

A pplication Example 15 

7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyim^ 
xylic acid trifluoroacetic acid salt (syn isomer) 

IR: (Nujol): 3300, 1770 cm* 1 

NMR (80 MHz, 5 value, PPM, DMSO-d*) 

1.20 (9H, s), 2.30 (3H, s), 3.75 (2H, b.s), 5.15 (1H, d, J=5 Hz), 5.70 (1H, d. d, J=5 
Hz, J=9 Hz), 7.05 (1H, s), 9.85 (1H, d, J=9 Hz) 

A pplication Example 16 
7-[2-(2-aminothiazol-4-yl)-2-pivaloylox 
acid trifluoroacetic acid salt (syn isomer) 

IR: (Nujol): 1760 cm" 1 

NMR (80 MHz, 5 value, PPM, DMSO-d 6 ) 

1.20 (3H, t, J=8 Hz), 1.25 (9H, s), 2.70 (2H, q, J=8 Hz), 3.70 (2H, b.s), 5.15 (1H, 
d, J=5 Hz), 5.72 (1H, d. d, J=5 Hz, J=8 Hz), 7.1 (1H, s), 9.80 (1H, d, J=8 Hz) 

Application Example 17 
7-[2-(2-tritylaminothiazol-4-yl)-2-acetyto^ 
acid pivaloyloxymethyl ester (syn isomer) 

120 mg of 2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid (syn isomer) and 
90 mg of 7-amino-3-methylthio-3-cefem-4-carboxylic acid pivaloyloxymethyl ester were 
dissolved in 10 mL of dry methylene chloride, to which 33 mg of 1-hydroxybenztrizole was 
added. 1 mL of methylene chloride containing 50 mg of dicyclohexylcarbodiimide was added 
while chilling on ice, followed by stirring overnight at 5°C. The insoluble substance was 
removed and the solution was washed sequentially with 2.5% aqueous hydrochloric acid and 
water, followed by drying and concentrating under vacuum. The residue was subjected to 
purification by silica gel chromatography and 130 mg of the objective product was obtained. 

IR: (Nujol): 3300, 1770, 1740-1710 cm" 1 
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NMR (80 MHz, 5 value, PPM, CDC13) 

1.20 (9H, s), 2.15 (3H, s), 2.3 (3H, s), 3.55 (2H, b. s), 5.05 (1H, d, J=4.8 Hz), 
5.15-5.35 (3H, m), 6.85 (1H, s), 6.95 (1H, d, J=8 Hz), 7.15-7.35 (16H, m) 

Application Example 18 
7-[2-(2-txitylaminothiazol-4-yl)-2-pivaloyto^ 
lie acid pivaloyloxymethyl ester (syn isomer) 

The subject compound was obtained in the same manner as in Application Example 17 
from corresponding 3-cefem compound. 

NMR (80 MHz, 5 value, PPM, CDC13) 

1.25 (9H, s), 1.30 (9H, s), 2.35 (3H, s), 3.55 (2H, b. d), 5.10 (1H, d, J=5 Hz), 
5.60-5.95 (3H, m), 6.85 (1H, d, J=8 Hz), 6.95 (1H, s), 7.20-7.35 (16H, m) 

Application Example 19 

7-[2-(2«aminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-methylthio-3-cefem-4-carboxylic acid 
pivaloyloxymethyl ester (syn isomer) 

100 mg of 7-[2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetamido]-3-methylthio-3- 
cefem-4-carboxylic acid pivaloyloxymethyl ester (syn isomer) was dissolved in 0.1 mL of 
anisole while chilling on ice. Subsequently, 1 mL of trifluoroacetic acid was added, followed by 
stirring for 1 h at the same temperature, and the solution was concentrated under vacuum. 
Powder was prepared by treating the solution with isopropyl ether, which was thoroughly 
washed sequentially with isopropyl ether and ether. The powder was dissolved in 10 mL of ethyl 
acetate, and the pH was adjusted to 7.0 with a 5% aqueous sodium bicarbonate solution while 
chilling on ice. The organic layer was washed with water and dried over magnesium sulfate and 
38 mg of the objective product was obtained after concentrating and drying. 

IR:(Nujol): 1760 cm* 1 

NMR (80 MHz, 5 value, PPM, CDC13) 

1.25 (9H, s), 2.20 (3H, s), 2.35 (3H, s), 3.60 (2H, b. s), 5.10 (1H, d, J=5 Hz), 
5.70-5.95 (3H, m), 6.90 (1H, s), 8.25 (1H, d, J=8 Hz) 

Application Example 20 

7-[2-(2-aminothiazol-4-yl)-2-pivaloyloxyiminoacetamido]-3-methylthio-3-cefem-4-carboxylic 
acid pivaloyloxymethyl ester (syn isomer) 

The subject compound was obtained in the same manner as in Application Example 19. 

NMR (80 MHz, 8 value, PPM, CDC13) 



1.25 (9H, s), 1.30 (9H, s), 2.35 (3H, s), 3.65 (2H, b. s), 5.10 (1H, d, J=5 Hz), 
5.70-5.95 (3H, m), 6.95 (1H, s), 7.60 (1H, d, J=8 Hz) 
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25 
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Sta. epiderraidis ATCC 14990 
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1 2.5 


3.1 3 


Pro. mirabil is GN79 


1.5 6 


6.2 5 


25 


3.1 3 


25 


25 


3.1 3 


Pro. mirabil is GN310 












1 2.5 


25 


Sal. typhi o-901-W 


0.3 9 


0.7 8 


0.2 0 


0.3 9 


6.2 5 


6.2 5 


0.7 8 
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TICg0359-184186(6) 



*t m m 








iY -A 


■ m 








j} 


c 


o 


je 


F 


G 


f^a 1 tvoh imur turn I.T — 2 


0.3 9 


3.1 3 


0.3 9 


0.7 8 


1 2.5 


1 2.5 


1.5 6 


Sal enleritidis Mo. 11 


0.2 0 


0.2 0 


0.1 0 


0.1 0 


6.2 5 


0.7 8 


0.2 0- 


on i ge i i a iiysenier i <ie o" > k» c 


0.2 0 


0.7 8 


0.2 0 


0.3 9 


6.2 5 


3.1 3 


0.7 8 


rt o . vu i ga r i s / o 


1 S fi 


fi *> 5 


6.2 5 


I 2.5 


5 0 


1 2.5 


3.1 3 


pro. vulgaris G-N106 


O 7 ft 


3.1 3 


1.5 6 


3.1 3 


5 0 


1 2.5 


3.1 3 


i*ro, vulgaris ua 1 y 












I 2.5 


1 2.5 


Pro. morgan it Kono 












2 5 


5 0 


Pro. rettgeri GN6 24 


0.2 0 


tec 
1.5 o 


A 4 O 

u.o y 


n 7 r 
u. # o 


\>.C 3 


3.1 3 


3.1 3 


pro. rettgeri J-0026 


0.2 0 


0.7 8 


0.2 0 


A 4 O 


c o c 
0.^ 3 


i <^ fi 

1.9 O 


1.9 O 


E. col i GN20 6 












O. A o 


c o c 


Citro. freundii GN346/16 


1.5 1 


b.Z 3 


A 1 fi 

O. f 5 


1. o o 


I A.3 


£t 3 


6.2 5 


Entero. cloacae G-0005 












50 


1 2.5 


Ciuiero. cioacae \j- u uuo 






6.2 5 


6.2 5 


25 


25 


6.2 5 


Serr. marcescens No.l 


1.5 1 


6.2 5 


3.1 3 


3.1 3 


25 


25 


6.2 5 


Serr. marcescens No. 2 


3.1 3 




3.1 3 


3.1 3 


25 


50 


1 2,5 


Ps. cepacia Mh-0527 


1.5 6 


12.5 


3.1 3 


3.1 3 


1 2.5 


12.5 


1 2.5 


Str. faecal is W-75 










1 2.5 







(a) K*££ 

* * ( 4l^j| x ft!20i0.5 P ) <E> 

fttii x. -y i) ht • = y ( Escherichra Coli) 
& 2 9 ~tr£> Ox CHt heart infusion agar 
Kt3 71C, 2 0 *Mfftfe**U 
lCt»«L, muein 2, 5 * * |£ K fc * J: 5 

(b) K * ft d 

H : 7 - C 2-(2-T$y^T*/-*'-4 

- ) - 2 - T-fe*-*'j**5''f $ y T 

-fc r T $ K) - 3 - > f A^f ^ - 3 - -k 

~7 3L J* — 4 - 4 * * * 

I : 7-C 2~ ( 2-T*</*"T % / — **-4 



-^f/u) - 2 - 04****4 $ y 

-fc 7 x A - 4 - *^>Kyi^^O'l>^ 



m 2 m 



* ^ ft 












m 




(*?/^*^ ) 


A* 


B* 


E* 


H 


I 


+yy 




10 


3/3 


3/3 


3/3 


3/3 


3/3 


3/3 


0/3 


1 


3/3 


3/3 


3/3 


3/3 


3/3 


2/3 


0/3 


0.1 


0/3 


2/3 


2/3 


2/3 


2/3 


0/3 


0/3 



1 

x ^ a> - 2 - ( 2~T^/^T/->v-4 - >f 
>^)~2-tKp*S/>f<yT^7 k ~h ( f X J| 



-768- 



) : 

3 0 a/* K*tt * 7 * h # l» * ^ 3 0 

»* * IS ft « h U * a 1 8 9-<DmWi*tojLfto ft 
3 O0-fflzk#T«#L. OV.--C-7K8 0 uttpKtevy 

*&<t* »; !> a i 6 f (om^^m^fto + * 

#i*£*«:«ifcl£GaL* x * - 2 - 
^4 *y-3-* + s''?'*-i' — h ( v ^ & i£ ) 

3 0 ? 1c ft it o mit / t \s v 4 O mifp * <f~ a, - 2 

) l .5 ^OjgttiDliftU^Lt^^tio 
t^C^^7 'JA'^p M K 1 4 ? «T U 2 

«i**4fc 1 7 0 fcj&f* 

tUt^>f^7~ '1^7.78/, *4.2 



??KPS59-184186(7) 

rap 1 8 81C(^») 
2 

2 - ( 2 - h 9 A* T * J <? 7 ~~ * 
- \ - A » ) - 2 ~ K V v is <i $ S 7 * 7~ - h 

h V * T *>7 $ y B. 4*4<&G^*1'A'*A'A7 
i K3 Oa/^fcttfr^fc^flio^tftol 3 * © 
mWLt&ft v ft ( - 3 0 ° ) C it |C 2 * M 

3^^t h »f*^H K 16.75 ? J&q *. >t i % 

wage -c 3 o am ma t* i 7 mm 

5 0 0«/£S*«*^a-5 0 0 mi t<DMK 

«»LAio is *e <t * * a a is # ± Lt i 6. 4 * 

rop 1 8 4 - 1 8 6 1C(*«f) 



3 

2 - ( 2 - h!lf*7i/f7/-^-4 - ^ 
>* ) "2 - H V u * v 4 $ J h 9 * A # ( 

2 - ( 2 - h iJf^T^^T 1 /-^ - 4 -4 
) - 2-fc K » + f -J Wft«xf & ifi 

20 ^^^^y-/w4 0 0 mi KM 
ML. 1 N - NaOH 4 0 0 «/ i« T 

tio sit> 2 4 p» % m-*-* «t«* 

Kd 7?y 5 0 0 ^K8flL, * # T 1 0 * 

t Pfl = i 0 KM* L-t, ^-»«i^5 0 fcfc 

* # T ft *D * x * * "C Pti = 8.0|CM|[t4iit 

4 

2 - ( 2 - ^ 'J f^7? S 1- 7 V - J* - 4 -4 
A/) - 2 - V u * ~y 4 $S&8L7 

( ^ x H*# ) s 

2-(2-h»J*-A*T*. ✓ T - 4 - -i 



a- ) - 2 - * K ■ ♦ y ^ U#ltM).M j£L8 

IC^I^TT ') A'T^f K 0. 8 a* * HP *. , 3fi 

T 2 4BSIHlfll#-** 0 «R*G*«r*fl|x^^200 
■J -* 2 o o *Som>&KtojL x 

( 2 0 0M/X2 ) 0 

tOiOiffljt^^C - 2 0 0 6 0 

tun 

NMR ( 8 0 MHz , 3 ft, PPM. ) ; 

4.8 5(2H f m), 5.2 5-5.5 0 ( 2H, ro), 5.95 
( 1H. m). 6.90 (1H, s 7.85 (-16H. ) 
5 

2 - ( 2-hV^^T«y^TV-^-4--f 
a^) - 2 - T ~k ^ * y 4 $ S &tk7 
T » ( is y } : 

2 - ( 2 - h »; ^ A> T $ S T T '/ - * ~ 4 - ^ 
a-)-2 - t K o * ^ ^ ^ ^S|J*7 'J /wx^f^ 

• C'/y*ttHc) 4 6 9 ^t«*««kytuyio 
><lc<l«U *^T^9 ^ ^ o. l «i * »i * o 2)c 
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K7 ±* *> ? a 7 4 KO. I *l * & tf & it * * 
v x l al*MT U , PJS«-C2 0^iai ft & -f * o 

f 9 # a* t-fllli L B 5 0 0 * 0 
FD mass ; 5 1 1 

IR ( X i> 3 - a* ) ; 3300.1740 on" 1 

NMR ( 8 0 MHz , * ft, PPM) ; 

2.11 (3H. s), 4.7 5-4.8 5 ( 2H, m ) , 5.20- 
5.4 8 (2H. m), 5.7 0-6.1 5 ( 1H, m ) , 6.8 5 ( 
1H, s), 7.80(15H, s) 

5 tmmK * 2 - ( 2 - h y^^r 

5/t7'/-^-4-^) - 2 - t K p + ^ 

$ y^aiT 9 * ( ^ v # # # 

6 

2 - ( 2 - h »j^>^T«yf"T'/ — A* - 4 - 4 
A- ) - 2- ^0 kfy^A-***'-* ^/S«T'J^ 

FD mass ; 5 2 5 



«fRB359-184186f8) 

IR ( X & 3 - ^ ) ; 3300, 1740 atT x 
NMR ( 80 MH<. J ft. PPM ) ; 

1.25(3H, t, J«8Hz), 2.5 ( 2 H, q, J~8Hz). 

4.7 5-4.8 5 (2H. m ). 5.2 0-5.4 8 ( 2H, m). 

5.70-6.1 5 ( 1H, m), 6.8 2 ( 1H, s ) f 7.80 ( 

15H, b.s) 

7 

2 - ( 2 - h *) 7*7* S77 ~ 4 

FD mass ; 5 4 0 

IR ( X 9 — * ) ; 3300, 1 745 cm" 1 

NMR ( 80 MHz , d ft, PPM ) 

1.2 0 ( 6H, d, J -8Kz) v 2.6 0 ( 1H, m), 4.7 0 
-4.8 2 (2H. m), 5.1 5 -5.4 8 ( 2H. m), 5.7 0- 
6.15(lH,ra), 6.85(1H, s), 7.20(l6fl.s) 

8 

2 - ( 2 - > 'J *f~ 7 K. S*7V-A>-* -4 

A, ) - 2 - \£'<v-\as**VA $ / ft«7 "J >x 

* ? A, ( ^ vAttf* ) : 



FD mass ; 5 5 3 

IR ( X s> 9 - a* ) ; 3300, 1740 dw" 1 
NMR (80 MHz, 6 ft, ppM ) ; 

1.2 5 (9H, s ), 4.7 0-4.8 5 (2H, m), 5.16- 
5.55(2H, m) t 5.6 5 — 6.2 0 ( 1H, ra), 6.9 0 ( 
1H, s ), 7.26( 1 6H, s ) 
#2ffl9 

2 - ( 2 - h !lf*7i^7/-^-4 -4 
a^) - 2 - T-k^^j*-^^>( Wg^iT 'J 
^ a- ( v ;/ A & ) 2 5 0«p*i£i*JS<fc>«^f:x 

io«**c»#l, tii|cjk^T2 - if/u^^t 

ISfch 9 7x-^*^ 7 ^(y 1 2«VA0tf |^7# 
^ h ') 7 x - ^ * .* 7 4 ^ 7 i> * A (0) 1 2 *9 * 

et aft £ u % y^o ^>i^x-^^ % t 

A'-ei»fc&#L<£»L-C2- ( 2 - h 9 f ^7 ? 



/ ? 7 V — * - 4 - >fAO - 2 - T-t^^*#2/ 
4 $ ✓ fife » # U * a # * # * o ttt?^^* 9 * 
A&fcfifc»3L^>i,2 0 « » L . * # T 5 * 
« ft T* pH =2.0fC9l«t5o ft *0 * *S * 

NMR ( 80 MHz, d ft ) ; 

2.1 5 (3H, s), 6.8 0 (1H, s), 7.30(16H,b*) 
<^^«9tfi«|CU, 2 - < 2 - h 

i)f ^7^ / *T 7 - * ~ 4 - A' ) - 2 - T a- 
* ^ T X ^ * * V >f iV|5|7 , )*i^f*(y 
v Utttf: ) t '< 7 * * *»#©#*ET 

2 - if-A--, + ^^«* 9 9 *fcffiV,-tfc<Z>#^ 
0g 1 0-1 2©ft^*t^)to 
0 

2 ~ ( 2 - h 9 A* 7 $ / + 7 '/ — » - 4 - >f 
a- ) - 2 -7"p $ y ft St s 

NMR ( 80 MHz, 3 ft , PPM, CDC4, ) ; 

1.2 5 (3H, t, J-8Hz), 2.5 (2H, q, J -8Hz), 
6.80 (1H, s), 7.30 (16H, b.s ) 
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2 - ( 2 - h Jf*7i/t7/-*-4 - 4 
^ ) ~ 2 - O/ f $ ^ ft fl* : 

NMR( 80 MHz, * (& , PPM. CDC0, ) ; 

1.0 5 (6H. d, J-8H*). UOdH.m), 6.8 5 
(lH. s). 7.30(16H. b.s ) 
1 2 

2 - ( 2 - \ \) + A* T 5 y^T*/-*' - 4 - ^ 
A* ) - 2 - tf'*p-fA**-*5/-f $ y ft gt : 
NMR( 80 MHz. * fc, PPM, CDC*, ) ;* 

1.16(9H. s), 6.80(lH, s). 7.28(16H.bs) 
1 3 

-3--fe7AA~4-*^7K^fi|-p-.^ho-< 

««7^l'-^iJ>40^|C J 7 - ^ - 7 x - 
A* T -t ^ $ K - 3. - t Ko+ , /-3-t7XA- 
4 - * iKv ft - p - — h b •^A'X^f ji/5.6 

* ( l 2mM m*Lfc*>se>ja5fc£ 
ffl % F - 2 0 -C K **£p * 4 -S 7v * jy - x. r 



&BP859-184186(g) 

- h 2. 8 fc 0 Rfcfc£#F*#3 o.&MH 
SltUffL, iS «B £ tt # * „ TLC-CRiBU 

T*mm&, BLfcfci - 3 oicki^^u, «m * 

7u\*A,-3L*3-»y$s%. 4 3: fln & * 

$}3 *fc«#Tft#:&A,tf 0 -2 5 

- - 3 o v-eto 2 f%M&& Ltt&b&fc %0.tf ( 

» 0. 5 £ iw *. rt: o 

& l£ to £ * tf> . #T-fch^h»jA.7«*. 

^^i-^i o x Jtattft U 

* o 4* ft : 4. 95^(1^*; 8 3 * ) o 
mp ; 2 3 1 t (^i) 

IR( * v> * — * )i 3230. 1 77 5 7^* A ) . 

1 705, 16 50cm- 1 
max ,3 19 nro 0 
NMR(DMSO-d e +CDC0») ; * fS ( 60 MHz ) 

3.2 8 (3H. s), 3.6 1(2H, s ), 3.6 8 (2H, s), 
5.0 3 (lH. d, (J-4.6flz)) t 5.73 (2H, s), 
5.6 4 (1H, d'd. (J-4.6. J-7.8Hz)), 7.29( 



5H, s), 7.63. 8.20 (4H, 2Xd, (J-8.2)). 
8.8 3 ( 1H, d, (J -7.8 )) Q 
1 4 

-Hr7XA - 4 - * : 

7 - $ K-3-y*-A*7-;r-3 

- -fe 7 ^ ^ - 4 - 1j * # ~S WL - p - — h a -< x i? 
ju x ^ f a- C mp. 2 3 ltJ(»«) 3 2. 5 ? 
* * X 1 5 «/ * 8 5 ¥i 1 0>/(C»Oi. 5 0 
-5 5 T> K X)D © L * ra#TPCj£*&;fcl. 5-3 

muKfti,. *mto*jk*>. * * * it y~em 
tait^o ft**?- ^ 1 o s o 

-7. 5 *Cj»tt LOo/££ttfc^ja-30jKT-*-*o 

wt 4> a © * -t- * ft l v & # # *> 



H«U ®t£#fcig 0 P H 1- 

2*Cg*£L. — < „ dS^to * 

-C, «*fi©'ffc£%*ft 7fc 0 ; 1. 4 * (77*) 0 

mp i 9 7-9 8TC(^)») 

U y *max ; 3 J 8 nm ( 9 5 < x ^ y - ) 
IB( *^a-Ar ) j 3280(NH), 1770 ( / - 
7 7*^). 1690. 1 6 4 0CW- 1 
NMR(DMSO-d«+CDC-0» ); * & { 60 MHz(R600» 
2.3 3 (3H. s), 3.5 7 (2H. s ) , 3.6 7 (2H. s ), 
5.01 <1H. d, J -4.71ft ). 5.56( 1H, dd, J~ 
4.7. 8.2ffc ), 7.2 5 (5H. s), 9.0 1 ( 1 H. d, J 
= 8.2Hz ) 

m^n i s 

7 - 7 x - ^ 7 t ^ $ K - 3 - * 7 * f * - 3 

- -te 7 ^ A - 4 - / <?• A* X. 

* T \ 

1 4 -OftbtLlt 7-7X-~ArT±*$ K 
-3 - - 3 - t 7x a - 4 - ^ ji/jKy 
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m i. 8 2 f *r y ^ Km^xm^i- o *# 

#Pj^7/^7xa^^yOn > * IT v jft 

* fln & * o TLCt*&JSfcjaB§;L*#e>£raT-- 
R £ £ « rt: , dHflE««L^@t^ 0 iS » © >> 

»<o ®m<to*mit * r *s * Km l.. ati^giy 

- ^ * -0 PH 7. 5 *C # L * o * T v f 

ne^i-^A,, i^/u^-^/u-ejjijg l x & & 

Ls m**>4k& ifcJfc ; 2.4 * (9 0*)« 

mp 1 6 2 - 6 3 t( &m ) 

max ; 3 1 8 nm ( 9 5 0 x ^ y — a* ) 

< 

IB( * «^a-* ); 3230 (NH), 1 780(A- 7 
? * a ) , 1 700 ( x^t^ ) , 
1 6 50 cm- 1 
NMR(CDC^s ) ; * fit ( 60 MHz ) 

1.9 9 (3H, s), 2.9 1, 3.3 8 (2H. ABq. J- 
16.8Hz), 3.64(2H, s), 4.95C1H, d, J- 
4.3Hz ), 5.62(1 H, d. d, J -4.3, 8.6 Hz ), 



1fBW59-184186O0) 

6.86 (1H, s), 7.2-7,33(1 6H) 

i e 

7 - T * y - 3 - / f * - 3 - *7i A - 
4 - */^^y«y 7 - a, / 1- a, ^ * t * &8tm 
1 5-C#P>tt>t7 - 7x->^T-fe^5 K 
- 3 - t 1~ * * - 3 - -fe 7 x a - 4 - ^ ^ 
|.; 7 x-/i,/f A'i^f a, 2.6 5 ? ig <fc > ?- 

i^vs oi«ic«^l,.- 3 oicic^to cnrcas 

*3.2^«Atio«*JC#fiH, -10- 
10TC-C*j35#(K|flt#-f6 o TLC-CKCi^T* 

4 o rK*-*- 0 (£J5tte>-#*£ 
0,*S*/^y-^*i)DiLv -< y -€ v i 
*>=Z : ltSS!t4 0 ) c OBLfctiL ( «§ A tff W) 
fc«#T\ / ^y-^i 5«i*S|T^*o « 
9J ft: # J5 v -1 OlCtftl 

4 0 KM*.. ft#T* #TX*^ 

TzktrpH 1. 5-2. 0K«t>fc#e>*#T*»ll* 



L-Cf*Jg <ZMfc£*teS:* fc 0 «Rt ; 2.2 5 ^ (91#) 0 
mp 203-205-C( AM ) 
UV X 

max • 3 1 9 nro ( 9 5 £ x ^ y — a* ) 
IRC X*?a — 1780 ( A-7^*a ) , 

1760, 1700 
NMB(DMSO-d 0 ) ; « f ( 60 MHz ) 

2.4 4 (3H, s ), 3.7 3, 4.1 3 ( 2H, ABq, J -16 
Hz), 5.0 8 (1H, d, J-4.3Hz), 5.28 (1H, d, 
J«4.3Hz), 6.9 0 (1H, s), 7.2 0-7.8 0 ( 1 3H. 
m) 

&*to 1 7 

7 - T $ ✓ - 3 -x^-a^*-3 --fe7x a - 

1 3-1 6 CXmKit&toiftit* 
mp 1 7 2 - 1 7 3 -C ( ) 

* max ; 3 1 9 nro ( 9 5 ) 
U( * 4> ) . 1778, 170 5aB~ l 

NMB ( DMS O - d 0 ) ; d ft ( 60 MHz ) 

1.1 6(3H, t, J -7 Hz ), 2.9 3 (2H, q, J- 7 



Hz), 2.93(2H, q, J->7fl«). 3.68, 4.10 ( 
2H, ABq, J -15 Hz). 5.0 5 (1H, d, J «5Hz), 
5.7 7 (1H, d, J -5 Hz), 6.83 (1H, »), 7.3( 
1 OH, m) 

i s 

7 - 7 x ^ T -te h T $ K-3-tT — ^-3- 

-fc 7 x a - 4 - A^jK/S-^xi^/f^iA 
7 s a- : 

7-7x.=tyuT*hT$ K-3-7*oa/^^ 

-3 - ^ 7 x a - 4 - */u»Ky»y7i-A'^ t 

/ux^t-a.1. 2 f A'*^ A7 « V 2 miyc 

AtfaH^MMSl lVttt£« 0 — 5 1C 
t*l 7^KI«»-r*o R IS jft £: A / 7 o kT^x- 

t^o &hi\jtto*i*iZlt * y 3 0 miffcmm 

t ttiC^^T 3 6 **^AT^7*fc K # jft 1 5 

■**jDp*.* „ fcv.*-e&*i#&**7* h »; 7 

« T: pH = 9. 0 W ft L . * * T 3 0 # % ^flt* 
2^IW*»^i 0 §EIC*#T5* HO* pH-5. OK 
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r * * * z o mm&®Ly y * r *> ? 

o ^ h -cuatio (jfnA^A'C -200 40 

* % ^ h^^^ftfllx^yu ) g^% 4 2 0 up 
*o 

IB( *^«-^) j 1765, 1710CW- 1 
NMft ( 80 Mtti, * ft, PPM, ) ; 

3.3 0, 3.6 0 ( 2H, ABq. J-19Hx), 3.5 6 ( 2H, 
s), 4.9 1 (1H, d, J-4.8Hx ), 5.16(lfl ( d, 
J-8HO, 5.36(1H, d, J=15H»). 5.7 5 ( lfl, 
d. d t J-4.8, 9.0HO, 6.25(1H. d, J«9.0Hz) 
6.8 9 (1H, s ), 710-7.55 ( 1 6H, m ) 
« 1 9 

7 - T * ^ - 3 - lT-^-3--fe7XA-4 - 

7-7^-^T-fehT^ K-3-e*A>-3- 
■t7iA - 4 - AA'jK/fll^yXi: K 'J ^ ^ ^ f 
^2 3 0 ^t«*tt{k/f u/1 Oi/Kiil 
- 4 01CIC^^lt4o £ *L j£ kT i; & y 0. 3 6 mi ft 
IF 3L ft 'J ^2 8 2*Vfcin>*_ - 4 0 fe2«p|«l, 



^UaH359-l84l86<11) 

««^/-/Hii/tllDJL, - 5 0 1C t 2 «f US , 

oic-ei^wirt^-t^o &fc«fc*#Tt&*o*J£ 
* 1 o«/*tro^toic-5iC"f3 o # iw o 

iKtC'f V 7* n 2 0«4fcaP*.*fffl-*' 

*eta*fciF#:f*o 4 y ^ * * * * - * *> . &m 

xf^t-K^ft^Htt«lil 6 4**#*o 
IB( Ji v? 3-^ ); 1760.1705 an- 1 
NMR( 60 MHz, 3 ft, PPM, DMSO-d.) ; 

3.7 3. 4.0 0 (2H, ABq. J-18H* ), 5.1-5.4 
(2H, m). 5.58 (1H, d f J-6H* ). 5.9 3 ( 1H. 
m). 6.9 7(1H. s) # 7.0 0(lH. d, d, J -12. 
18Hz). 7.4 2(1 OH, m ) , 9.1 7 (2H, m ) 
2 0 

- ^ 7 x a - 4 

mm ( « a ) : 

7-7^^^T-fe^ $ K - 3 -/f *tt-3 
- -fe 7 x A - 4 - * A'lK/Bfi h - 

> ( ajg ) ( mp 1 57— 158 TC) 



4 8 1 wg ( 0. 0 0 l*^)^«4k/^-u'^2 0 «4 

K # L * o. 4 o^iUDit - 2 o icjc^ 

„ c *t »c s *g ft ») x4 4 oi**fln;ti*#T&* 
*c # *+5-+l ot; 9 O^KSJ*4 
(£ifi9y©ift^«30^RlB)o 3^3 0 

* v -y 5 mtWLZ mT-t * o ov>-C«( * |c#fl 
+ 5 - + 1 0lCC-2^|IJJRJ5J^yt ( TLC-CR 
) 0 Ri5»T«0t;rc^Uv **S* 

2 «**3-tr*rt 5 KftttT** Co *frT*i 
6 0 & L v t*L(Cs>>f er>ux-^^io 

% ?- » - *> i o * D iU<a 

fe&tf to***.*,, £0*ssfcfc*>* -^^y^o 

3 6 0 ^o 

mp 1 4 8 - 5 0 V ( KM ) 

UV * ro ax ; 3 2 1 nro (95*^*^-^) 
IR( Jt^3-/u); 1 7 8 1 , 1 7 62, 1 70 Oca" 1 
2 1 



1- » * *T : 

7 - 7^^A^r-fe^ * K - 3 - Ji^A/^-jt - 3 

- -fc 7 x a - 4 - * A'jJfy^X h is ii a* Hi — A* 

t + ^xf^x^f^ ( mp 130 — 3 1 t ) 

9 9 0 V( 0. 0 0 2 * ^ ) ffi fa tf # f|20 

<tra&tc£iS£-fci&aLyto s *ft © ft ^ £ 750 

«P(9 0. 8*)#7to 

mp 18 8 — 9 o r ( #m ) 

UV Jmax : 3 2 0 nm ( 9 5 ) 
IR(*i>3-A') ; 1780. 1763. 1710a*- 1 

*mn 2 2 

7 - 7x-^T-k V T i K - 3 - > h * V # A* 
^^a^/^^-3 - -k 7 x A — 4 - * a* iK ^ fit 
p - — h P^y /^x^r-v : 

7~7x^^T-khT^ K - 3 - H K b * '/ - 
3-t7XA-4-*>«Rxi( p - n |> p K y 
•^^x^f ^4.7 t>*>A7 ^ K 3 5 

^ICjSjUL, £ *L »C * A* * > > + ^ / ?- U y h 9 
^jc^A-***?*^ HAiiSfit^ 4 S3 m & 
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ft-TZo & £ * « *8 L * 5 0 0 *IK 

# £ ® L , «iaiE*^a^t^^C - 2 0 0 (200 *) 

IB<*4^»— Ar)j 3300, 1760ot- 1 
NMR ( 80 MHz , d {£, PPM. CDC4 t ) 

3.20-3.7 5 ( 9H. m). 5.0 0(1H, d, J«4.8Hz). 

5.30(2H, b.s ), 5.85(lH. d.d, J=4.8Hz , 

9Hx ), 6.15 ( 1H, d, J=9Hz ), 7.3 5 (5H, s ), 

7.5 5. 8.2 2 (4H. Afiq, J«9Hz) 

J: £ & £ * , fflifljC^?;^^ 1 )/^-! 
*3<&<z>JH£# ) 8 8 2i*fc#* 0 £ ©ft) K 
J: 0 <k LHJfifb 9 ^-C«5c-t- * i ^£ § 

M*i 3 

7-7^-A^T-fehT? K - 3 - > h * ^ * 
*" - A' > ^ a- - 3 - -k 37 x. A - 4 - * A* # V Wi & 
7 ^ a> / f ^i^fA/ : 



^1859-184186(12) 

7-7x^/1/7* 1-7? V - 3 - / h :X 
— A' / 7" a- - 3 - t 7 x a - 4 - 
p - - h a-;>'v>^ji^x^2.8 H^BK5 0 

ft T , M ft • 1. 8 * * l O^rtfl^H-CDpJL^o £ 

«-eia»M % 5 o tj-c 2b$m«# L**1fe*F*i 

* o Ftt£flftETICAjiLft**?-A'5 0 *£ - 
7k 2 o^©a«ifc2ia^6o *^Tfi*B^«7k*^ 

h V » * * T» pfl « 7. 0 1* O 0 * & * L 

*^ffls«**-A* «|t5^ HC0 t* 

ph =2. aicitL. ftft^f-A'-oftEb-*- 

^Sit^iis-es^j^i,, « ( * ^ * v 
>rp *A*i--rA,-e**L* § ft l. 2 7 * *§ 

* o 

IB(7'>3-^) ; 3320., 17 70 or 1 
NMR ( 80 MHz, d ft, ) ; 

3.3 2-3.70 (9H, id), 4.9 5 ( *H, d, J~4.8Hz). 



5.8 0(lH, d. d, J »4.8 Hz, 9.6 Hz ) t 6.1-0 (1H. 
d, J«9.6Hz), 6.8 5 (1H, s ), 7.15-7.3 5(104 
m) 
2 4 

7 — T $ y - 3 - * h#^*A^jK — ju } <?- a, - 
3--k73iA - 4 - *A^»KxflJ^7x.^^^^-A' 
^ ^ T * : 

5E & it 9 ^ L 1 2Hffi<k^^^ 20irfJC« 

» L » **t^9^^i. 4 5^*mjt*p a & 

0 # M « # L - 5 0 t»C^ait6 0 *^t?7 
- 7 x - a, 7 -k h 7 ^ K - 3 - / h * V * * rf- 
a, / a, - 4 - ^A-^yfl|^7x-^>f >XA 
^^1. 0 *^r^tf^ffc>^i^xi 0 S: 3n 5 0 

t-ict2#H, **tk t 2 *o -so 

-CK^aiL, ««^/-^4»<tiTt4o o 
r-Cl^lWfl|^L-C*%T2 0«*©*&*Q**fi7kS: 

Jn*.l3«#-e 3 o 0 sift / ^ ^ x t?tt 

a * -C pH =* 7. 0 0 
»^fc^^C-200 1 5 ? -Cfftlt-*- * ( $ ; * 



^^^-S^«^^^) g ft« 3 5 0 * « 

1R( * a - a. ) ; 17 80 cm" 1 
NMR ( 80 MHz, d fc, CDO0, ); 

1.70 (2H, b.s ), 3.36-3.65(7H, m ) , 4.7 0 
(1H, d, J«4.8Hz), 4.9 6 (1H, d, J-4.8Hz), 
6.9 0 ( 1H. s ), 7.2 0-7.4 0 ( 1 OH, m) 
2 5 

7 - 7xz^7i h7 ^ K - 3 - > h * v/ ^ ^ 
tr^/u~ 3 - t 7 x a — 4 - *A'*y8(^7x 
~ As ^ A* jx> y~ As : 

7 - hT=; K-3-ypA/^A. 

- 3 - -fe 7 ^ A - 4 - * A'iX>'jt^7x-^/f 

2 H ^ >f A- * A- A 7 ^ K2«/K 

L, tKIC I- 97*=A**^7^v8 1 8 ^ 
Jltfs^flStMMSl 2«tHiL« 5t X-20 

tobixitmimit * * ^ x 3 0 miKmm c 
;KKy^A'^y**>w--h . — 5 8 0 V 

7ic^Tft»^fli7k*^ h »; *A7jcf ph 
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* # t 5 * jg « * -e ph ~ 5. orci§&L*i<b/7- 
^^x-ttto-^^o **fcfc«t« ▼ ^ * 5/ * a -eft» 

tt« ( * ; h * * :/ - &m * r *> ) SMI 

1 8 4a?«r^4o 

IR( S 3 ~ A- ) ; 1 780 on" 1 
NMR( 80 MHz. 3 fc, pptf, CDC4, ) ; 

3.40-3.65 (7H. ra), 5.0 (1H, d, J-4.2HO, 
6.70(lfl, d, J-12HO, 6.8(1H. d. d, J = 
4.2flx, 9.6Hz), 6.1 5 (1H, d, J«9.6Hz). 
6.8 0 (1H, s), 6.8 2 ( 1 H, d, J»12Hz),7.20 
-7.40 ( 1 6H. m) 
2 6 

7 - T $ / - 3 - > h 
3 - -te 7 x A - 4 - ^A/7Ky»^7X^^>fA/ 
i y A* : 

ffl * & «ft T , a: *s ft y y 1 6 4**t£fl:>^i' 

H ■ Ifc "C 3 O^UfffJ&o fib # 7 - 7* 



^ftag59-l84l8G(13) 

- a* T * h T $ K - 3 - > h*s/7>A*>K — A*fcT — 
- 3 - -te 7 x. ^ - 4 - */V)Kyi/7X-A'/ 
f zn 1 5 0«?fc'£-trJgfl:; l ?-i'>' 1. 5 

fcft*cgi;RL*:*fc*K:- 5 ottlTti (ft 

io^h(B)) 0 -sot;-e 3 07>fHK o — s r -e 2 

B#(HJ»#& - 5 0 t; fcfc*p RJ5« * - 5 01C 

■-sorjtso^w, o-sic-ci^w*^^, 

&*D:fcJg7)C 3 RfiKt'30^|fft4o 
*0*i£7jc<D#£T2 V l ) * a 7k -CpH 

= 7. o*cga^L7ki5fe^*o 

f*U«<e«@i-6 0 Jf01t^^C-200 2 9- -c 

h ^ - ft* * * a- ) L * B 
7 3 v *<> 

IR(*S>»— a>): 17 80c»r l 

NMR ( 80 MHz , * tt. PPM, CDC0,) ; 

1.75(2fl, b.s), 3.40(2H, b.z), 3.56(3H, 
s ), 4.7 ( IH. d, J -4.2Hz ). 4.9 ( IH, d, J- 
4.8Hz), 5.7 5 (IH, d. J«12Hz). 6.8 5 (1H, 



d, J-l2Hz), 6.90(1H, s), 7.2-7.4(10H. 
m) 

*J6fl)l 

7 - C 2 - ( 2-h tf^A-TSy^T 

4-^A^)-2-e-^n-f^*^^>f * y 7- * h 

T $ K)-3"^i>w-3--k7XA-4-*A' 
#yii?7i f^x^t^ ( 

2 - ( 2 - h »i^^T^7^T*/-A'-4 - 4 
A«)-2-tf'«w-fA***>'4 

) 1 9 2 a* , 7-T$y-3-*-/f-3- 
* 7 X A - 4 - *A^jKyj|.;7Xi^^f^xx 
7 s ^ 1 20"?, & 1 ~ t K * * ^ -* X X h »;t 

- a- 5 O^fctfiffc^uxl 0»*fcig1*L*fr 
*^* D -7 ^ p * i/ ^ * ^ # -7 $ K7 5 «p S: 
^trifi<fc > + u v 1 frag *. 5 rt^«ftfrt?)o 
«KT««U> e^HI^^^5 0«^»C«W^6 o * 

©i"^o*0*^>^C-200 8 ( & : h a- :x 
x - fifc« :c a* )-Cfflt*LBW1fe2 0 0 «?fc-»rt:o 



IR( * * 3 - a* ) ; 1770, 1740 rr 1710 cw" 1 
NMR (80 MHz, * te. PPM. CDC0,) ; 

1.30 (9H, s) t 3.50 (2H, b.s )> 5.05 (lH,d. 
J -5Hz), 5.2 0 (IH. d, J -8Hz). 5.4 0 (IH. 
d, J-l 4.5Hz), 5.90 (1H, d.d, J-5Hz, J- 
9.5Hz), 6.9 0(2H, b.s), 6.6 5- 7.1 0 ( i H,ra) t 
7.1 5-7.40 ( 26H. m) 
*H« 2 

7-C2-(2 - \>*)**T$STT*-*'- 
4 - >f ) - 2- T*f-A***5/>f$yT-fehT 
^ K)-3-^-^-3-t7XA-4-^^jK 

^«*CLi:, 2-(2-MJ^7 

IR( » / 3 - >u ); 3300. 1 7 70 on- 1 
NMR ( 80 MHz, 3 fa, PPM, CDC*») ; 

2.7 6 (3H, s), 5.0 (1H, d t J-4.8Hz ), 5.2 ( 
IH, d, J -1 0Hz ). 5.4 ( IH, d, J-l 6Hz ), 
5.8( IH. d. d. J-4.8Hz, J-9.0Hz ). 6.8 ( IH. 
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s), 6.9 (1H, s), 7.1-7.3(2 7H. m) 
3 

7 - C 2 - ( 2-T*</*-T % / — A'-*--**') 

3 - if — a* - 3 - -t 7i a - 4 - *>>Ky8F »J 

7 - C 2 - ( 2 - h ') f ^ 7 i S + T — - 

^^«v^7i-A/f'^i^^A, ( i/v&^fl: ) 
2 0 0 ^t7-y-^fl.4^«t«lCiS)»L, * T * 

ft* ftflH,t<£j|tSo S^»8 5 fcfc * 0 
IftC X # 3 - ^ ) ; 176 0cm' 1 
NMB ( 80 MHx » 9 ffc, PPM, DMSO-d.) • 

LIS (9fl, »). 3.50, 3.8 6 (2H. Aflq, J- 
17.6Hx), 5.16(1H, d, J-5Hz), 5.35(1H, 
d, J~9HO. 5.6 0-5.7 8(211, m), 6.75-7.10 
(1H, m). 6.95 (1H, s) 



7-(2-(2-MJf^7? y> T ✓ - - 
4 H Jf) - 2- bf^o^A'^+y^ $ > T Hs h 
T 5 K ) - 3 - / Y*vi3A'i£~*'*1-*'-$ - 
-fe 7 x a - 4 - *>nKy9^7Xi^^t^x^ 

* * ( y » £ £ * ) : 
2-(2-h9f*7*Vf7/-*-4H 

^ ) - 2- k^o-fyw*^^ $ y ft* gl 2 5 6 IV* 
7-T$> r -3-y h^4^*^iK— A^>^/^-3 

- -fe 7 X A - 4 ~l2A'ifiV&L#7^ — A*} ^ A* 3L 

* 7~ a* \ 8 1 *9 s Atf 1 - Kn^f^vXH IJ 
T */ - 6 7^^ffi{k>f 20»^|CjfiHBU* 
i^t^o S> o -n + A' * A' >K 4 $ K 1 0 3 

t6o # JBE T # *S L * * ^ > ^ 3 0 ntKmn L 

+ & 5 * mm*. ft *o *■ *s * -e 
jt^^c - 2oo i5^t? turn -r%(*i h a* 

x. s ) 0 Btt«fl0 0v«r#7t o 

IB( * a-* ) ; 3300, 1 7 80 cm"' 



NMR( 80 MHx, » PPM, CDC0, ) ; 

1.16(9ri, s ), 3.40-3.70 (7H, m), 5.1 0 ( 
1H. d. J«5H* ), 5.8 ( 1H, d, d, J~5H%. J 
-9.6Hz ), 6.8(1 H, b), 6.85 (1H, s ). 7.2- 
7.4(2 6H, m) 

5 

7-C2-( 2-T^y^T*/-^-4 - 
-2-^^'p-fA't#'>>(?V7il>7? > K ) - 

3 ~ > h ^yiJAstf — Astl-A* - 3 - "b 7 X A - 

7 - C 2 - ( 2 - h "J f^7« / f 7/-A-- 

4 - 'f ^ ) - 2 -t£'<P'fA'**S'-f ^ y T -t h 
T $ K 3 - 3 - ^ |< ^'/*JHJfi>^^ - 3 - 
-fc 7 x. A - 4 - *^jKyf-^7i^A'^ + A, X. ZK 
t^ 2 0 0 V«:7^-^0.2i<|Cj»*U 
K*#T h 9 7PB«ril2Mt»l^ tSJfi*X-30 

mi -mmZmt+KmML. **T2 ^fiTk^.t 
h 9 *A7kt-pH = 7. 0 # £ * * 0 * » * ft a 



* ^ -Oft * 4-XHP-20 1 5«4«C 

& ia u f* *a * „ Bft??*-*'*^****** 

ft § 6 3 *: o 

IR( * *> 3 - ^ ) ; 1 7 70 cm" 1 
NMR ( 80 MHx, * Hfi, D£> ) ; 

1.1 5 (9H, s), 3.4 0 -3.7 (7H. m), 5.0 (1H, 
d. J-4.8Hx). 5.8 (1H, d, J«4^Hx), 6.8 ( 
lfl, s) 

* jfiW 6 

7-C 2 - ( 2 - T * / TT / — * - 4 - O) 

3 - ( 2 - > h is Jj A* iK — A* \Z. — A? — 3 - -t 7 
x A - 4 - j, /u * & Y 'i 7 p oft»tt ( 
14 * ) : 

1B(^^3-^); 1770 cm" 1 

NMR (80 MUx, a ft, PPM. DMSO-d # ) ; 

1.2 0 (9H, s). 3.4 (2H, d), 3.6 ( 3 H, s). 

5.0 (1H, d. J«4.2Hx ). 5.7 ( 1H, d, J-l 2flx). 
5.80 (1H, d. d. J-4.2H*. 9.6Hx ) f 6.7 (lfl, 
»), 6.8 (1H, d, J-12Hx ) 
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7-[2-(2-K'Jf>7W / - *> - 

4 - ^ ) - 2 - T*t^**y -f $ y t -t h t 

$ K ) - 3 - > f A/f ^ - 3 - i7 xa - 4 - * 
//)Ky8^7i->^*i^?^ ( V # & {*): 

2 - ( 2 - h V T »7 i J 1-7 */ — - 4 - 4 
» ) - 2 - T-te^vu^*^^ $ y # » ( ^ ^ & & 

# ) 120vAtf7-7^-3->f*f*- 
3 - He 7 * A - 4 - i3As1*z/&L#yx.=*A'}'}-A, 

i^^A^i o l^fcie&itYfcy^u^i o«/(c^ 

ft L , £ ft fC 1 - Ko^^KyXUlT/-^ 
3 3iyfcJDD*.*o * # T , ^^^o-x^v^*^ 
iK^-f $ K 5 O-Pfc^trJfiffc/^uv i 3d x. 
5tJt'»«l«tftio *«%>fcFi&L2. 5 * HC4 

7K-e«^efe^«*ie^ts-f^o f u # ^ 

BtKMt*-, (Wt^'A'C - 2 0 0 8*. 

# . |»^xy - ft«xf >)„ §»*1 6 O^t 

# * o 

IK( »^3-Ju); 1770, 1 740-1 71 0cm -1 
NMR(80 MHz , 6 ft, PPM, CDO0,) ; 



WBPS5S^18418G(15) 

2.20 (3H, s), 2.26C3H, s), 3.5 4 ( 2H,b.s), 
5.0 5 (1H, d, J -5.0Hz), 5.75 (lfl. d. d, J 
-5.0Hz. 9.0Hz ) ( 7.8 6 (1H. s), 7.9 0(1H. 
s ), 7.00-7.45 ( 27H. ro ) 

^mm tm&K 2 - ( 2 - k ^^7^^ 

t y A' - 4 - *f ^ ) - 2 - T^^A'T ^A'^-^ 

«" -r * ysfc«attf*jj5*f* 7 - r $ y - 3 - -t 7 

x a.- gf£ft .*m \--t*fcm 8 - 1 lOfUttl^ 

& * a 

8 

T-t2-(2-r Hf T %Sf7 
A - 4 *> ) - 2- 7vX*S<iA'**'s4 $ S 7 
* Y 7 i K)-3->f^f*-3-t7XA- 
4 - *^*ya^7x=>>f ^x^^^( x 
#ttt* ) : 

I8( X *> 9 — ) i 1 770, 1 740-1 7 1 0cm- 1 
NMR(80 MHz, * flfi. PPM, CDC0, ); 

1.25(3H, t, J-8Hx), 2.26(3H. s ). 2.48 
(2H, q, J-8Hz), 3.5 5 (2H, b.s ), 5.0 6 ( 
1H, d»5Hi), 5.75 ClH, d. d. J-5Hz, 9Hz). 



6.85(1H, s), 6.92(1H, s), 7.10-7.42( 

27H, m) 

9 

7 - C 2 - ( 2 - h l+fTiJ+T 
4 - ^ ) - 2 - 07"^ M*t'/-( U7* 

-*^>Kyi^7Xiju/ t/,xAf ^(-yy|| 
) : 

NMR(80 MHz, aft, PPM. C DC4, ) ; 

1.20 (6H, d. J-8H* ). 2.24( 3H. s ), 2.7 0 
(lH,m), 3.5 0 (2H. b.s ). 5.0 6 (1H. d, J 
-5Hz ), 5.7 5 ( 1H, d. d, J«5Hz, 1 0Hz ). 
6.8 6 (1H, s), 6.90 (1H, »). 7.0 5-7.35 ( 
27H, m) 
*ftf* 1 0 

7-C2-( 2 - h Vf-MT'iSTT*/ — 
4 - 4 ** ) - Z- \*'*u4a****s<\ i S J +l Y 
7 K K } - 3 -JTa*?-*-* - -k 7 x a - 4 - 

* ) : 



NMR(80 MHz, d fg, PPM, CDO0,) ; 

1.2 7 (9H, s), 2.26 (3H, s ), 3.3 5, 3.6 5 ( 
2H, ABq, J»16flz), 5.03 (1H. d f J-5Hz), 
5.78(1H, d. d, J«5Hz, 9Hz), 6.90(lH.s), 
6.9 5 ( 1H, s ), 7.1 5-7.4 0 ( 27H, m) 

i i 

7-C2-( 2 - K »f ^7«-/t7/->- 
4 - 4 ) - 2- fcT^p^^a-^s/yf $ / T-fe h 
T > K)-3-ifA/^*-.3- : ki7XA-4- 

* ) : 

IR( X 3 — A' ) ; 3300, 1780, 1 7 4 0- 
1720a*- 1 

NMR(80 MHz, d «, PPM, CDO0, ) 5 

1.20(3H, t, J-8H ). 1.25(9H, s ), 2.70 
(2H. q, J-8Hz ), 3.45(2H, b.s), 5.0 5 ( 
1H, d, J-4.8H*), 5.70 ( 1 H, d. d, J-4.8Hz, 
J=9Hz), 6.85 (1H, »), 6.90 (1H, s).7.15 
-7.3 2(26H, b.s ) 

* Jtff 1 2 



-777- 



* 7 T -k h T S K) - 3 
- } *j- A, ± - 3 - -fe 7 X. A - 4 - * ^ *f y f h 
9 7 o cfrBtS ( -yy&&* ) 

4 - 4 ) - 2 -T**'*'***'4 ^yT"fehT 
$ K )-3->^-^^*-3--fe7iA-4 - * 
A'*K>'8fcv*7 ~ ^ > <f- a, * * 1 5 0 T 
-y-A>o. 2*/*Kl*#Tl'tJDD*.fl&«:r*o ffi © 
HfllC h i; 7 p nfti 2^tJ0i^ # T 1 B# 

IR( * a - » ) 5 1 7 70m- 1 
NMR(80 MHz , » ft, PPM, DMSO-d a ) ; 

2.1 6 (3H. s), 2.3 2 ( 3H, s ). 3.7 5 (2H, s ). 

5.12(lfl. d, J«4.8flx), 5.68(1H, d.d.J- 



?W359-18418G(16) 

4.8flx, J-7.5HO, *l0(lfl, s ), 9.78(1H. 
d, J~7.5flz ) 

1 2£ra#Ka£:f*«&£*'fc3--te 

DpftiKXOfife^U <Z> * 09 1 3^1 6<D 
7 - C 2 - ( 2 - T^y^T*/->^-4 - 'f ^ ) 

-2 - r^ t:*y<fji'*-*f>f $ yr-k h T $ K3 

-3->*-A'*'*-3 - -fe 7 i A - 4 - iJ * # -/ 

IR('5i ^ a - 1760 ob~ 1 

NMR(80 MHz , * fig. PPM, DMSO-d 6 ) ; 

1.2 5 (3H. t, J«8flx)» 2.2 6(3fl, s). 2.5 0 
(2H, q. J-8H* ), 5.05 (1£, d t J-5.0flx ), 
5.70(1H, d.d. J-5.0flx, J-8flx), 7.0 5 ( 
1H, s ), 9.8 0(lfl, d, J -8 Hi ) 

?ki&n 1 4 

7 - c 2 - ( 2 - - 4 - >r^) 

-'2--|^f $ 7 T * h T * K) 



_ 3 - > ^ ;w * - 3 - -fe. 7 ^ ^ - 4 - a A' # J" 

IB( ^ 3 - ^ ) ; 1760 on" 1 
NMR(80 MHx, « fit, PPM, DMSO-d.) ; 

1.15(6fl, d. J = 7.5Hx). 2.3 (3H, s), 2.6 5 
(lH.m), 3.7 0<2fl, b.s), 5.1 5 (lfl, d. J 
-5Kx ), 5.70 (1H, d.d, J-5Hz. J~8.2flx), 
7.0 5 (1H. s), 9.85 (1H, d, J-8.2Hz) 

i s 

7 - C 2 - ( 2~T$>'**T/-A'-4 - 4 A* ) 

-Z-^^a^J^X^V* * / T -k h T S K 3 - 

3 — /■ *}- A* *f- It - 3 - He 7 * ^ - 4 - # A* *K v & 

IR(* # 3 —A- ) ; 3300, 1 770a*~' 
NMR(80 MHx, 9 ft, PPM, DMSO-d a ); 

1.20(9H. s), 2-30(3fl, s). 3.75(2H. b.s). 

5.1 5 (1H. d, J-5Hx). 5.7 0 (1H. d.d. J- 

5Hx, J-9flx). 7.0 5 (lfl, s), 9.8 5 (1H, d. 

J-9Hx) 

16 



7 - C 2 - ( 2 - T < </ * T ✓ — 

3 - x a- ?- ;*- - 3 - -te 7 ^ A - 4 - # A* >K X 3 
h9 7oDftft«(d'3'J|ttflE) : 
IB( * y a -a- ) ; ^eGaa"' 
NMR(80 MHx, 9 ft, PPM. DMSO-d e ) : 

1.20 (3H, t, J-8Hx ). 1.25 (9H. s ), 2.70 
(2H. q. J-8Hx). 3.70(2H, b.s). 5.15 ( 
1H, d, J-5Hx). 5.72(1H. d.d. J«5Hz, 
J-8H*), 7.1 (1H, s), 9.80 (lfl. d, J-8flx) 

% n m i 7 

$ K ) - 3 - > t A'f * - 3- *7XA-4-* 

2 - ( 2 - h 9^^T^> f f-T'/-^-4-^ 
^) - 2 - y*lt 
# ) 1 2 OV&tf 7 - 7^ / - 3 - /f^tt- 
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Kmm L\ cttK i - t k o * f -< ^ x h y r -/ 
- * 3 3 «y fc&n * 0 & -c 2K # T ^ ° ^ * 
$ K5 oiytttfififb / f 1 
flQ *. * 0 5tt#|«ftfrLT^ttf«U.5 

& ffi L © 'J 1* ? a> 9 p -v h * *t ft L *ff -f 
* o 3 0«?fc#* o 

IR( * v> 3 -yu ); 3300.1770. 1740 - 

1 7 1 0 cm- 1 
NMR ( 80 MHz > * ft, PPM, CDC0, ) ; 

1.20 (9H f s). 2.1 5 (3H, s ). 2.3 ( 3H, s ). 
3.5 5 (2H. b.s), 5.0 5 (1H, d, J»4.8Ha), 
5.1 5-5.3 5 ( 3H, m ), 6.8 5 (1H. s). 6.9 5 ( 
1H. d, J«8Hz ), 7.1 5-7.3 5 ( 16H, m ) 

*teft is 

7 - C 2 - ( 2 - h VTJfTSSf-T'S — J*- 
T $ K] - 3- M^ft-3--k7XA-4 - 



«RiDg59-184188(l7) 

^ffitt 1 7iW«KL-C«It;t4 3 - -k 7 i a 

NMR (80 MHz , d ft, PPM, CDC0, ) ; 

1.25(9H. s), 1.30(9H, s), 2.35(3H, s), 
3.55 (2H. b.d). 5.10(lH. d, J«5Hz), 
5.6 0-5.9 5 (3tf, m), 6.8 5 ( 1H, d, J-8H2 ), 
6.95(lH. s), 7.20-7.35 ( 1 6H, m ) 

$ki&m 19 

7-C2-(2-T*y?-T;/ r -A'-4-'fAO 
-2 - T4Lf-*'**v<i $ y T -fe h T ? K ) - 3 

n <iA'**i/*T*'3-*TA' ( f >- ^ & ft: ) : 
7-C 2-( 2 - h »T * J +7 - 

# # ) 1 0 Oapfcx^y-^o. i«/*K:,0flx_*; 
— ^ * & M & & $z 4 y / P tr ^ ^ _ ^ 



fcfct-pH - 7. 0 fcgSfc^*. *7kifcfc. 

3 8 iy * 0 

IR( 51 s> a - ju ) ; 1760CTT 1 
NMR(80 MHz, d fc, PPMf C DOa, ) ; 

1.25(9H. s), 2.20(3H, 8), 2.35(3H. s), 

3.6 0 (2H. b.s). 5.10 (1H, d, J-5flz ) t 

5.7 0-5.9 5 (3H,m), 6.90 (1H, s ). 8.25 ( 
1H. d, J~8Hz ) 

2 0 

7-C 2 - ( 2 - TS y ~ 4 - A »j 

3 -/^A**-*- 3 - -b 7 ^ A - 4 - *A.^^g| 

e:^* □>f>t*v'/f^xAt^( ^ * ) : 

NMR (80 MHz. d ft, PPM.CDO0,); 

125 (9H. s), 1.30 (9H. a), 2.35 (3H. 8), 
3.65 (2H. b.s). 5.10(1H. d, J-5H»), 



5.7 0-5.9 5 ( 3H. m), 6.9 5 (1H. s), 7.6 0 ( 
1H. d. J«8Hz ) 

& ± 



f^iA im± m * h *?i. :, 4.-=i 

*»± * if « 
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Bg fO 5 8 #1 0 1 8 B 

##irSir 36 *o * ffc 



2. 



3. 



4- 



^ f+ CO ^ ^ 

as fo 5 8 # # dp ssm s 



6 5^ 



5. 



-ft & A 
ft 



* ill 



ft 
ft 

0c 

ft 
ft 



8* mm«&+*l2B*«A0linTB 3«u6.-^ifl03) 
& 13 t: /u tS( 6 6 9) 0 9 fc^Wgl 



( 6 8 7 0 ) #S± * ft = MftfL 

( 7 7 5 6 ) #Sdt & » ft5^fr*^V( 

« ' ± 

(8«3z)m * 0 • 4# :!! r.3i 




HBW59-184WBX1© 

7. *IIE©flS 

to mmm * * o?fs 

j 

J £ IJ jE-T & o 

(2) «7I»«(T, 
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